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ISB'S Front-end PRIA Completeness Screen 
Draft 3; I 0125107 

EP II Receipt Date: q/')tj EPA Reg, Number: //556- ff'-'-
Checl!; Li~t-Iierti ' - . "' .- ' ' 

','_'' ;-: :'; ::;, ; '' ,, ,,' ¥ee~"' ·----· . N'''' .· -P.F- NfA. 

I 
Has the PRIA Fee been Paid; is a copy of the check or 
Puy.gov receipt included in the Submission Package? 

·--

Is un Application Form (EPA Foml8570-l) Included in the 
X 1 Submiss'ion Package, is Lt completely filled out and signed 

including package type? 
------- ---· 

Is u Confidential Statement of Formula (EPA Form 8570- X 3 29) Included in the Submission Package, is it completely 
tilled out and signed (boxes 1-21)? 

1---

" 
Is a Formulator's Exemption Statcment(EPA Form 8570- X: 27) Included in the Submission Package? 

---------- -· 

5 Is a Certification with Respect to Citation of Data (EPA )( . Form 8570~34) Included in the Submission Package? 
-· 

(> 
Is a Data Matrix (EPA Form 8570-35) Included in the x Submission Package? 

-·-· 
7 Is a Label Included in the Submission Package? )I 

H Arc Data included in the Submission Package? ) 
-----· 

!) Is the Submission an Amendment? 

! 
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Print Form 
1'1u11e ~•d Inn ,. on,. 11 HID,. com tJ. •Mrm. Form ~IQVed,, OMS No. 2070.0080 

Unlttd Statea @ Registration OPP Identifier Number 

&EPA Environmental Protection Agency Amendment 
Waehington, DC 20460 Other 

Application for Pesticide - Section 1 
1. Comp11ny/Product Numbor 2. EPA Product Mannger 3. Propot~ed Clenification 
11SS6·1S5 Richard Gebken 

4, Compony/Product (Namo) PMI 0None D Restricted 

PNR14271nsecticide 13 

5. Nomt and Addra" of Applicant {Include ZJP Code} 6. Expedited Review. In accordance with F!FRA Section 3(c}(3J 

BayerHealthCare LLC, Anima! Health Division lbllil, my product is similar or Identical in composition and labeling 

P.O. Box 390 to: 

Shawnee Mission, KS 66201-0390 " EPA Reg. No. 

D Checlr. if this Js 11 new eddr.ss Product Name 

Section - II 

D Amendmtnt • Exploin below. 0 Fine! printed labels in response to 
AgencY Iotter dettd 

D Rasubmloaion In roaponso to Agency letter dated ___ D "Me Too" AppUcation. 

0 Notificetlon • Explein below. D Othtr • Expltin bolow. 

Explanation: Use additiontl pngols) if necaaaary. !For suction 1 and Section II.) 
Submission of Final Printed Labeling- No action required. ABNs: Seresto Small Dog; Seresto Large Dog. Attached are labelling proofs 
for product to be used specifically in the CDC Rocky Mountain Spotted Fever Pilot Prevention program. Commercial packaging for sales 
launch will submitted later this year. 
Contact: dou g.spi lket@bayer .com 

II 

Section - Ill 
1. Materiel Thit" Product Will a. Packaged In: 

Child·Rosiltent Packaging Unit Packaging Wotar Soluble Packoging 2. Type of C11ntainar 

@voo• Bv .. ~ 
v .. 

§ro .. , No No Plaetic 

"' Glaaa 

• Certiffclltion must u ·v •• - No. par It -v.,.- No. por Pop"r 
Unit Packeging wgt. conteiner Package wgt contain or Othor ISpec'ltyl 

be submitwd 
I 

3. Locntion of Nal Contontt: lnforml!ltion 4. Sita!sl Ratoil Conteinor 5. Location of Lob11l Diroctionl 

0 {8] Cont.inar 1 Collar fa On Labtl 
Label On labaling acoompanying product 

6. Menntr in Which Laballa Affixed to Product F=!~thogruph 0 Other 
Peptr ~Ued 
Stonci ud 

~ ' •. ' 

Section- IV ' 
) ) . ' 

1. Contect Point /Complete ft•tn$ dir•ctly balow for id•ntificstfon of lndfvlduello b• conlsctad, ff flfiCBUsry, to procl# thi$ spplicat':o'n~J' ,...?,__ 
N~• Titlo TolophOM No. (l~l•,do A~o C?"J~ 'f 
Douglas A. Spilker, Ph D. EPA Reg. Affairs Manager 913-268-2751 , ')) ) 

' , _,_,_,_.' 
' ", ' > Certification 8. Dota Application , , 

I eertlfy thet tho GtatemantG I haiiB made on th15 form and all attachrnentG thorato or11 true, accuratt and eomplote. R•~iiiv~d ' , . . • • " • . 
I acknowledge that. any knowingly fal111 or miG loading lltetomont mey ba puniaheble bY lint or imprisonmant or (St~mped} ')'' 
both undor epplicablo law. 

'· S]'"'i_G ((2' A,. £ £?£2 
3. Titlt 

EPA Reg. Affairs Manager 

4. Typed Name f" 5. Date 

Douglas A. Spilker, Ph D. 3DH~ .2tYtfl-__ 
.. EPA Form 8570-1 IRov. 8-941 PraVIOUII editiOnt nre obs.oloto. Whit. ·EPA Fila Copy IC>Iig!Mll Yellow • Appflcant Copy 
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NOT REVIEWED . 
In Accordance with PR Notice 82-2 
Based on Draft Labeling Dated 

Seresto TM Small Dog 

For 8- month prevention and treatment of ticks and fleas on small dogs and puppies 
7 weeks of age and older and up to 18 lbs. (8 kg) 

ACTIVE INGREOIENT: 
Flumethrin; [Cyano(4- fluoro- 3-phenoxyphenyl)methyl 3-[2- chloro- 2-
(4- ch lorophenyl)ethenyl] - 2.2- dimethylcyclopropanecarboxylate]"' .... ....... .. 4.5D/o 
lmidacloprid ............................................................................................ 10.0% 
OTHER INGREDIENTS .....•...........•..•...........................•..................•.......... 85.50/o 
Total ..................................................................................................... 1 OO.OD/o 

*Trans Z 1/trans Z 2 ratio: max 66o/o trans Z 1 and min 34% trans Z 2 

Net Contents: 1 Collar 0.44 oz. (12.5 gm) per collar 

EPA Reg. No. 11556-155 EPA Est. No. 11556-KS-1 

See insert inside for additional Product Information and Directions for Use. 

READ THE ENTIRE LABEL BEFORE EACH USE 

DO NOT OPEN UNTIL READY TO USE 
DO NOT LET CHILDREN PLAY WITH THIS COLLAR 

Manufactured For: 
Bayer HealthCare LLC, Animal Health Division 
P.O. Box 390, Shawnee Mission, Kansas 66201 USA 
Made in Germany 

Mat. No.: 81544906 
Batch No.: KP05KTJ 

SSID: 2180 
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Seresto™ Small Dog 

10.0% imidacloprid 
4.5D/o flumethrin 

Do not let children play with this collar 
FOR USE ON DOGS 

.. "'""'"''""-~·-"'··. 

See insert for complete label information. 
Do not open until ready to use. 

BAYER 

EPA Reg. No. 11556-155 
EPA Est. No. 11556-KS-1 

\- ·--·~~--··--~··-··-" oo·o·•o~'<>O"W"'"""',...~'-'-"-'"--'~0"< ""''·"<'"'" ,., ''<'' 00'""''~'~'''"' ·.~""·"-'•"' ' - •'C" O"''.e.• o 

' 
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NOT REVIEWED 
In Accordance with PR Notice 82·2 
Based on Draft Labeling Dated 

Seresto rM large Dog 

For 8- month prevention and treatment of ticks and fleas on large dogs and puppies 
7 weeks of age and older and above 18 lbs. (8 kg) 

ACTIVE INGREDIENT: 
Flumethrin; [Cyano(4 -lluoro-3- phenoxyphenyl)methyl 3-[2- chloro- 2-
(4- chlorophenyl)ethenyl] -2,2 -dimethylcyclopropaneoarboxytate]" ............. 4.50/o 
lmidacloprid ............................................................................................ 10.00fo 
OTHER INGREDIENTS .............................................................................. 85.50/o 
Total ..................................................................................................... 100.00fo 

•Trans Z 1/lrans Z-2 ratio: max 660/o trans Z-1 and min 340/o trans Z-2 

1.6 oz. (45.0 gm) per collar Net Contents: 1 Collar 

EPA Reg. No. 11556-155 EPA Est. No. 11556-KS-1 

See insert inside for additional Product Information and Directions for Use. 

READ THE ENTIRE LABEL BEFORE EACH USE 

DO NOT OPEN UNTIL READY TO USE 
DO NOT LET CHILDREN PLAY WITH THIS COLLAR 

J Manufactured For: 

I Bayer HealthCare LLC, Animal Health Division 
',· P .0. Box 390, Shawnee Mission, Kansas 66201 USA 

Mat. No.: 81544930 
Balch No.: KP05KF6 

SSID: 2181 Made in Germany 

l ___ ........ . ....... -....... --,.-.,.----------· I 
j 
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Seresto™ large Dog 

10.0% imidacloprid 
4.5% flumethrin 

Do not let children play with this collar 
FOR USE ON DOGS 

See insert for complete label information. 
Do not open until ready to use. 

BAYER 

EPA Reg. No. 11556-155 
EPA Est. No. 11556- KS -1 

~--·-•-··--·~---.."'" ··-·• • '""'"'"'"' ··~ • • -,.,..,.,_.,....._,'0<'"ll>"•'''·"''-·'""' -"~'"-'~•· ""'"'""-~·o•·'-''">'""''•""'~"'"rncu .• • •, .·-·--;<' , ,., 
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Seresto™ Small Dog 
For 8-month prevention and treatment of ticks and fleas on sma!l dogs 

and puppies 7 weeks of age and older and up to 18 !bs. (8 kql 

Seresto TM Large Dog 
For B·month prevention and treatment of ticks and f!eas on large dogs and 

puppres 7 weeks of age and older and above 181bs. (8 kol 

• Repets and kills ticks for 8 months, including Deer ticks, {Ixodes scapularis) vector 
of Lyme disease and anaplasmosis), American dog ticks, (Dermacentor variabilis) 
vector of Rocky Mountain spotted fever and ehrlichiosis, Brown dog ticks, 
{Rhipicephalus sanguineus) vector of ehrtlchiosis, anaplasmosis, bartonellosis, 
babesiosis, canine hemoplasmosis, and Rocky Mountain spotted lever), and Lone 
Star ticks (Amblyomma americanum) vector of ertlichiosis 

• Prevents tick infestations within 4B hours after application 
• Re-intesting ticks are repelled and/or killed as quickly as 6 hours 
• Quickly kills fleas on dogs within 24 hours and continues to prevent infestations 

tor 8 months 
• Reinfesting fleas are killed vrithin 2 hours With protection against turther 11ea 

infestation lasting 8 months 
• Kills fleas before they lay eggs 
• Aids in control ot Ilea larvae in the dog's surrounding 
• Treatment with Seresto kitls fleas and may reduce the risk ot tapeworm infections 

(Dipylidium caninum), Bartonellosis (Bartonella vinsonii, Bartonella spp.), and 
Rickettsiosis (Rickensia fetis), which are types of canine vector borne diseases 

• Aids in the treatment and control of Sarcoptic mange 
• Make sure to replace the collar after 8 months toryear-rovnd control prevention 
• No need to remove collar when your pet goes swimming or gets bathed 
• Water resistant 
• Patented Bayer polymer mafrix ensures fhat both active ingredients are slowly and 

continuously released in low concentrations 

ACTIVE INGREDIENT: 
flumethrin; (Cyano(4-Huoro-3-phenoxyphenyl)methyl3-(2·chloro· 2-
(4-chlorophenyl)ethenyl) -2,2-dimethylcyclopropanecarboxylate(" .. . ............ 4.5% 
lmidacloprid ..... ,_.............. . ... 10.g% 
OTHER INGREDIENTS.. ..................................... ................. . ................. B5.5% 
Total ....................•.. ......... 100.0% 
'Trans Z-tftrans Z-2 ratio: max 66% trans Z-1 and min 34% trans Z-2 

EPA Reg. No. t1556-155 EPA E~t. No. 11556-KS-1 

READ THE ENTIRE lABEL BEFORE EACH USE 
DO NOT OPEN UNTIL READY TO USE 

DO NOT LET CHILDREN PLAY WITH THIS COLLAR 
KEEP OUT OF REACH OF CHILDREN 

HOT LINE NUMBER 
Have the product container or label with you when calling a poison control center 
or doctor, or going for treatment. 
• For CONSUMER QUESTIONS, call1-800-255-6826. 
• For medical emergencies involving HUMANS, call1·8g0-422-S874. 
• For medical emergencies involving ANIMALS, calll-800·422-9874. 

DIRECTIONS FOR USE 
It is a violation ot Federal Law to use this product in a manner inconsistent with its 
labeling. Do not contaminate feed or food. 

HOW TO APPLY 
One collar per animal to be fastened around the neck. 
Remove cotlar from protective bag directly before use. Unrolt collar and make sure 
that there are no remnants from the plastic connectors inside the collar. Insert end 
of the collar through the buckle. Adiust the collar around the animal's neck without 
tightening it too tight (as a ouide, it should be possible to insert 2 fingers between 
the collar and the neck). Pull excess collar through the loop(s) and cut olf any excess 
length extending beyoncl1"mch (2 em) beyond the toop(s). 

r-::=:~ 

The collar shoutd be worn continuously for the 8 month protection period. Check 
periodically and adjust m if necessary, especially when puppies are rapidly growing. 

This collar is designed with a satety-closure mechanism. In the unlikely event of a 
dog being trapped, the dog's own strength is sulficient to widen the collar to allow 
for quick release. 
Replace the collar alter 8 months for optimal Ilea and tick protection. 

PRODUCT INFORMATION 
Kills fleas which may cause Ilea allergy dermatitis (FAD) or flea bite hypersensitivity 
(FBH). 
Seresto kills existing !leas on dogs wnhin 24 hours. Reintesting fleas are killed 
within 2 hours with protection against further flea infestation lasting eight (8) 
months. Pre-existing pupae in the environment may continue to emerge for six {6} 
weeks or longer depending upon the climatic conditions: Seresto aids in the control 
o1 flea larvae in the dog's surroundings following contact with a Se!esto-treated dog. 
Ticks already on the dog prior to treatment may not be killed immediately after collar 
application and may remain attached and visible. At the time of application remove 
ticks already on the dog. The prevention of infestations with new ticks starts within 
48 hours after application of the collar. Re-infesting ticks are repelled and/or killocl 
as quickly as 6 hours. 
Aids in the treatment and control of Sarcoptic mange. 
Seresto is water resistent and remains effective following a shampoo treatment, 
swimming or after exposure to rain or sunlight. Under normal conditions, 
ettectiveness lasts for 8 months. In order to maintain an eight-month duration, dogs 
must not be bathed more than once per month. For dogs that swim once a month 
or more, the control duration is reduced to 5 months. In case of loss of collar, a new 
coltar may be applied immediately. 
Occasionally slight itching may be observed in animals that are not used to wearing 
collars in the first few days after Utting. Ensure that the collar Is not filled too tightly. 
Slight hair loss and mild skin reactions due to the mechanical irritation of the collar 
may occvr at the application site which usualty recover within 1 or 2 weeks Without 
the need for collar remowl. If you notice any serious effects or other effects not 
mentioned in this leaflet, please inform your veterinarian. 
Do not attach a leash to the collar as this may cause breakage. 
Keep the Gollar In the bag and in the outer packaging until use. As with any 
pesticide product, do not allow small children to play with the collar or to put them 
into their mouths. Avoid contact with eyes, skin or clothing. Wash thoroughly with 
soap and cold water after fitting the collar. People with sensitivity reactions to the 
ingredients of the collar should avoid contact with the collar. Do not place collar in 
mouth. Not intended for use on humans. 
For external use on dogs only. Do not uu on other animals. Do not use on puppies 
under seven weeks of age. Do not get this product in dog's eyes or mouth. As with 
any product, consult your veterinarian before using this product on debilitated, aged, 
bleeding, pregnant, or nursing animals. Individual sensitivities, while rare, may 
occur after using ANY pesticide product for pets. If signs of sensitivHy occur remove 
collar and bathe your pet with mild soap and rinse w~h large amounts of water. It 
signs persist, or become more severe, consult a veterinarian immediately. It your 
animal Is on medication, consult your veter1na~an before using this or any other 
product. If your dog is expe!ienclng an adverse event, contact your veterinarian and, 
call t-800,422-9874. 
The patented Bayer polymer mat~x system ensures that both 
active ingredients are slov~y and continuously released in low 
concentrations fromthecollartowards the animal. This avoids 
peak concentrations and ensures that concentrations of both 
active ingredients are present fn the dog's haircoat during the 
entire efficacy period. The active ingredients spread from the 
site of direct contact over the enttre skin surface. 

STORAGE AND DISPOSAL 
Do not contaminate water. food or feed by storage or disposal. 
Pesticide Storage: Store in original unopened container in a cool, dry place that 
is inaccessible to children. , ' ' ' 

' ' Container Disposal: Dispose of container, pouch and expired c~IIJf il· trash. 

LIMITED WARRAN1Y AND LIMITATION OF DAMAGES , ' " 
Bayer HealthCare LLC, Animal Health Division, warrants that thiS !n'i!thial conforms 
to the chemical description on the tabel. TO THE EXTENT CONS!STENT WITfl' ' 
APPLICABLE LAW, BAYER MAKES NO OTHER EXPRESS OR IMPllfQ WARRANTY, 
INCLUDING ANY OTHER EXPRESS OR IMPLIED WARRANTY OF FIT:JESS oe, , 
MERCHANTABILtTY. and no agent of Bayer is authorized to do so•e·~cePt in writing 
l'!ith a spec'!flc reference to this warranty. To the extent cons·!ster~ with t.pplicable 
law any damages arising from a breach ot this warranty shall Le,lilrirtfd, to dirac: , 
damages and shall not include consequential commercial damages such as loss of 
profits or wlues, etc. ' 

Bayer {reg' d), the sayer Cross (reg' d), and Seresto are trademark~ <;>t.8,>)f~r 

Manufactured For 
Bayer Health Care LLC 
Animal Health Division 

P.O. Box390 
Shawnee Mission, Kansas 66201 USA 

Made in Germany 

815449{)6 
81544S30 

t6720 
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(Under FIFRA as amended) 

Bayer Health Care 
Animal Health Division 
P.O. Box390 

and Rodenticide Act. 

U.S. ENVIRONMENTAL PROTECTION AGENCY 
Offrce ofPesticide Programs 

Registration Division (H7505C) 
1200 Pennsylvania Avenue, N.W. 

Washington, D.C. 20460 

NOTICE OF PESTICIDE: 
K_ Registration 
_ Reregistration 

PNR1427 Insecticide 

Registration is in no way to be construed as an endorsement or recommendation of this product by the Agency. In order to protect health and the 
environment, the Administrator, on his motion, may at any time suspend or cancel the registration of a pesticide in accordance with the Act. The acceptance 
of any name in connection with the registration of a product under this Act is not to be construed as giving the registrant a right to exclusive use of the name 
or to its use if it has been covered by others. 

This product is unconditionally registered in accordance with FIFRA sec. 3(c)(5) for a period of 
one year from the date of registration. This registration will expire on March 17,2013. 

Once a pesticide is registered, however, it is not regarded as permanently acceptable. 
Registration does not eliminate the need for continual reassessment of pesticides. If the Agency 
determines that, at any time, additional data are required to maintain in effect an existing 
registration, the Agency will require submission of such data under FlFRA section (3). 

I. You will make the following label changes before you release the product for shipment: 

a) Revise the EPA Registration Number to read "EPA Reg. No. 11556-155." 

b) Replace the following claim: "For 8-month prevention and treatment of ticks, fleas, and 
lice on ... etc" with "For 8-month prevention and treatment of ticks and fleas on ... etc". 
Also replace "Replace the collar after 8 months for (optimal) (continuous) flea, (lice) and 
tick protection" with "Replace the collar after 8 months for (optimal) (continuous) flea, 
and tick protection". All claims related to "8 months" must be limited to fleas and ticks 
only. Other pests are not controlled for that duration. 

c) Claims against lice must be limited to one month. 

Enclosure 

I 
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e) All waterproof claims must be clarified as follows: 

ln order to maintain an eight month control duration, dogs must not be 
bathed more than once per month. 
If dogs swim once per month, the control duration must be revised to 5 
months. 
Water exposure (i.e. immersion, bathing, or prolonged exposure to 
rain) can only be once per month. 

f) On page 2 delete the directions for killing roaches and ants (in the 
environment"). 

g) All claims related to control of flea larvae in the pet's environment must 
be removed or revised to "aids on control" for fleas in the pet's 
environment. 

h) All disease claims must be deleted, unless the claim is stated 
"kills/controls xxx pest that may vector yyy". 

i) All claims of"breaking the flea life cycle" must be deleted. 

2. Please submit three (3) copies of your fmal printed labeling before releasing the 
product for shipment. If these conditions are not complied with, the registration 
will be subject to cancellation in accordance with FIFRA section 6( e). Your 
release for shipment of the product bearing amended labeling constitutes 
acceptance of these conditions. A stamped copy of the label is enclosed for your 
records. 

If you have any questions regarding this action, please contact Be Wanda 
Alexander at W\VW.alexander.bewanda@epa.gov or (703) 305-7460. 

2 
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ACCEPTED 
wl!h COMMEN-~ 

In EPA Letter Dated 
. IAAR 1 6 2012 

. . tli1det th~ Fmterni insecttdde. 
Reason To Issue: Propose new reg1strat10n Funglelde, 11.nd Rodenticide Act. Date: 03/12/12 

ii.% ttffi~tl'ild, for the pesticide Supersedes: 09/20/10 

---------------------------------------------------------~):lll;t.,.r15t><fr ~112tt roo. P.~ge_! of_JJ____ --

Note to Reviewer: Brackets [ ] and parentheses ( ) denote optional language 

PNR1427 Insecticide 
Alternate Brand Names: Seresto Small Dog; Seresto Large Dog; Seresto Cat 

Optional Language (or Small Collar 
[For 8-month prevention and treatment of ticks, fleas, and lice on (small) dogs and 

puppies 7 weeks of age and older and up to [(18 lbs.)(8 kg)] [body weight]] 
-or-

[For 8-month prevention and treatment of ticks and fleas on cats and kittens 10 weeks of age 
and older] 

-or-

[For 8-month prevention and treatment of ticks, fleas, and lice on (small) dogs and 
puppies 7 weeks of age and older and up to [( 18 lbs.)(8 kg)] [body weight]] [and!or] 

prevention and treatment of ticks and fleas on cats and kittens 10 weeks of age and older] 

Optional Language (Or Large Collar: 

[For 8wmonth prevention and treatment ofticks, fleas and lice for 8 months on (large) 
dogs and puppies 7 weeks of age and older and above [(181bs.)(8 kg)] [body weight]] 

• [Selected optional label claims bulleted here from pages 9 to 15] 

• 

ACTIVE INGREDIENT: 
Flumethrin; [Cyano( 4-fluoro-3-phenoxypheny1)methyl 3 -[2-chloro- 2-( 4-
chlorophenyl)ethenyl] -2,2-dimethylcyclopropanecarboxylate] * ............ . 
Itnidacloprid ....................................................... . 
OTHER INGREDIENTS ........................................... . 
TotaL ............................................................ . 
*Trans Z-1/trans Z-2 ratio: max 66% trans Z-1 and min 34% trans Z-2 

Net Contents: (X) Collar (s)- XX oz. (XX grams) per collar 
EPA Reg. No. 11556-XXX I EPA Est. No. 11556-TBD 

PNR 1427lnsecticide 03122012b.doc 

4.5% 
10.0% 
85.5% 
100% 
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Reason To Issue: Propose new registration Date: 03112/12 
Supersedes: 09/20/10 

. . . .. . .. .. . .. ... .• ... ... . . . .. . . . . . . .. . ......................................... J>age.Z. ~f. .13 .......... . 

Manufactured For 

Bayer Health Care LLC 
Animal Health Division 

P.O. Box 390 
Shawnee Mission, Kansas 66201 USA 

Made in Germany 

READ THE ENTIRE LABEL BEFORE EACH USE 

[For small collar: USE ON [(DOGS)(CATS)]] 
-or-

[For small collar: USE ON SMALL DOGS and CATS] 
-or-

[For large collar: USE ONLY ON DOGS] 

DO NOT OPEN UNTIL READY TO USE 
DO NOT LET CHILDREN PLAY WITH THIS COLLAR [OR REFLECTORS] 

KEEP OUT OF REACH OF CHILDREN 
[CHOKING HAZARD· CONTAINS SMALL PARTS] 

See ((back panel)(insert)] for additional Product Information and Directions for Use. 

HOT LINE NUMBER 
Have the product container or label with you when calling a poison control center or doctor, 
or going for treatment. 

• For CONSUMER QUESTIONS, ca!ll-800-255-6826. 
• For medical emergencies involving HUMANS, calll-800-422-9874. 
• For medical emergencies involving ANIMALS, call I-800-422-9874. 

PNR 1427 Insecticide 03122012b.doc 
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Reason To Issue: Propose new registration Date: 03/12112 
Supersedes: 09/20/10 

........... ........... ......... .......... ......... ...... . ................. J'age}.~L\3. ........... . 

DIRECTIONS FOR USE 

It is a violation of Federal Law to use this product in a mmmer inconsistent with its labeling. 
Do not contaminate feed or food. 

HOW TO APPLY 

One collar per animal to be fastened around the neck. 

Remove collar from protective bag directly before use. Unroll collar and make sure that there 
are no remnants from the plastic connectors inside the collar. Insert end of the collar through 
the buckle. Adjust the collar around the animal's neck without tightening it too tight (as a 
guide, it should be possible to insert 2 fingers between the collar and the neck). Pull excess 
collar through the loop(s) and cut off any excess length extending beyond (llone/an) inch (2 
em) beyond the loop(s). 

[After application of the collar, three reflector clips may be fixed permanently to the collar to 
increase the animal's visibility in the dark. Take the clips out of the bag. The clips should be 
evenly distributed on the non-overlapping part of the collar. The clips are correctly applied 
when a clicking som1d is heard. For Safety reasons once the reflectors are fixed to the collar 
the clasp closes permanently and cannot be re-opened.J 

[Optional Visuals: 

Dog 

- or -

PNR 1427 Insecticide 03122012b.doc 
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Reason To Issue: Propose new registration Date: 03/12/12 
Supersedes: 09/20110 

_______ __________ _ _______ _________ _______ _______ ________ ______ _ _______ j'age_4_~LJL ________ _ 

The collar should be worn continuously for the 8 month protection period. Check 
periodically and adjust fit if necessary, especially when [(puppies)(kittens)] are rapidly 
growmg. 

This collar is designed with a safetyMclosure mechanism. In the unlikely event of a 
[(dog)(cat)(pet)] being trapped, the [(dog's)(cat's)(pet's)] own strength is sufficient to widen 
the collar to allow for quick release. 

Replace the collar after 8 months for (optimal) (continuous) flea, (lice) and tick protection. 

PRODUCT INFORMATION 

Kills fleas which may cause flea allergy dermatitis (FAD) or flea bite hypersensitivity (FBH). 

[(PNR 1427 Insecticide)(Brandname)(Tbis product)(The collar)] kills existing fleas on 
[(dogs)(cats)] within 24 hours. Reinfesting fleas are killed within 2 hours with protection 
against further flea infestation lasting eight (8) months. Pre-existing pupae in the 
envirorunent may continue to emerge for six (6) weeks or longer depending upon the climatic 
conditions. 

Larval flea stages in the [(dog's)(cat's)J surroundings are killed following contact with a 
[(PNR 1427 lnsecticide)(brand name)]-treated [(dog)(cat)]. 

Ticks already on the [(dog)( cat)] prior to treatment may not be killed immediately after collar 
application and may remain attached and visible. At the time of application remove ticks 
already on the [(dog)(cat)]. The prevention of infestations with new ticks starts within 48 
hours after application of the collar. 

PNR 1427 Insecticide 031220 I2b.doc 



14

Reason To Issue: Propose new registration Date: 03/12/12 
Supersedes: 09/20/10 

.............. ... . ............. __ ............................. _ .......... J>age5_~f_J3 ........... . 

Re-infesting ticks are [(repelled)(killed)(repelled and/or killed)] as quickly as 6 hours. 

(Kills lice on dogs.) 
Aids in the treatment (and control) of Sarcoptic mange. 

[(PNR 1427 lnsecticide)(Brand narne)(This product)(The collar)] is waterproof and remains 
effective following a shampoo treatment, swimming or after exposure to rain or sunlight. 
Under normal conditions, effectiveness lasts for 8 months. In case of loss of collar, a new 
collar may be applied immediately. 

Occasionally slight itching may be observed in animals that are not used to wearing collars in 
the first few days after fitting. Ensure that the collar is not fitted too tightly. Slight hair loss 
and mild skin reactions due to the mechanical irritation of the collar may occur at the 
application site which usually recover within 1 or 2 weeks without the need for collar 
removaL If you notice any serious effects or other effects not mentioned in this leaflet, please 
inform your veterinarian. 

Do not attach a leash to the collar as this may cause breakage. 

Keep the collar in the bag and in the outer packaging until use. As with any pesticide 
product, do not allow small children to play with the collar (or reflectors,) or to put them into 
their mouths. A void contact with eyes, skin or clothing. Wash thoroughly with soap and cold 
water after fitting the collar. People with sensitivity reactions to the ingredients of the collar 
should avoid contact with the collar. [Choking hazard. Contains small parts]. Do not place 
collar (or reflectors] in mouth. Not intended for use on humans. 

For external use on [(dogs)(and)(cats)] only. Do not use on other animals. [(Do not use 
on puppies under seven weeks ofage.)(Do not use on kittens under ten (10) weeks of age.)] 
Do not get this product in [(dog's)(cat's)] eyes or mouth. As with any product, consult your 
veterinarian before using this product on debilitated, aged, breeding, pregnant, or nursing 
animals. Individual sensitivities, while rare, may occur after using ANY pesticide product 
for pets. If signs of sensitivity occur remove collar and bathe your pet with mild soap and 
rinse with large amounts of water. If signs persist, or become more severe, consult a 
veterinarian immediately. If your animal is on medication, consult your veterinarian before 
using this or any other product. If your [(dog)( or)( cat)] is experiencing an adverse event, 
contact your veterinarian and, call 1-800-422-9874. 

The patented Bayer polymer matrix system ensures that both active [(substances) 
(ingredients)] are slowly and continuously released in low concentrations from the collf}r 
towards the animaL This avoids peak concentrations and ensures that concentrations of both 

PNR 1427 Inseclicide 031220I2b.doc 
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active [(substances)(ingredients)] are present in the [(cat's)(and/or)(dog's)] haircoat during 
the entire [(protection)( efficacy)] period. The active ((substances)(ingredients)] spread from 
the site of direct contact over the entire skin surface. 

[INSERT DIAGRAM THAT DEPICTS RELEASE FROM MATRIX.] 

STORAGE AND DISPOSAL 

Do not contaminate water, food or feed by storage or disposal. 
Pesticide Storage: Store in original unopened container in a cool, dry place that is 
inaccessible to children. 
Container Disposal: Dispose of container, pouch and expired collar in trash. 

LIMITED WARRANTY AND LIMITATION OF DAMAGES 

Bayer HealthCare LLC, Animal Health Division, warrants that this material conforms to the 
chemical description on the labeL TO THE EXTENT CONSISTENT WITH APPLICABLE 
LAW, BAYER MAKES NO OTHER EXPRESS OR IMPLIED WARRANTY, 
INCLUDING ANY OTHER EXPRESS OR IMPLIED WARRANTY OF FITNESS OR 
MERCHANTABILITY, and no agent of Bayer is authorized to do so except in writing with a 
specific reference to this warranty. To the extent consistent with applicable law any damages 
arising from a breach of this warranty shall be limited to direct damages and shall not include 
consequential commercial damages such as loss of profits or values, etc. [The reflector clips 
contained herein are only meant to be used in combination with the specific collar and have 
been tested only for such use and purpose. To the extent consistent with applicable law, 
Bayer excludes liability for any misuse and use other than in combination with the specific 
collar as described in the packaging leaflet.] 

PNR 1427 Insecticide 031220I2b.doc 
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Pouch Label 

[(PNR 1427 Insecticide)(Brand name)] 

10.0% imidacloprid 
4.5% flumethrin 

Do not let children play with this collar (or reflectors). 
FOR USE ON (CATS)(DOGS)(CATS & DOGS) 

See (outer container/leaflet) for complete label information. 

PNR 1427 Insecticide 031220 12b.doc 
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EPA Reg. No. 11556-XXXX 
EPA Est. No. 11556-TBD 
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Note to Reviewer: Brackets [ J and parentheses ( ) denote optional language 

Optional/Alternative Marketing Claims- Dogs 
General Claims -Dogs 

• Two active [(substances)(ingredients)J provide dual action against ticks, fleas, and lice 
(on dogs) 

• For use on dogs and puppies 7 weeks of age and older 
• Tick, (and) flea (and lice) (prevention)( control)( and) treatment for dogs 7 weeks of age 

or older 
o [(PNR 1427)(Brand name)(This product)] is indicated for the prevention and treatment 

of ticks, fleas and lice on dogs and puppies (7 weeks of age and older) 
e [EffectiveJ[Long-lasting] (protection] for 8 months 
• Kills (and repels) ticks, (and) kills fleas (and lice)(for 8 months) 
o Reliable 8-month protection against ticks, fleas, and lice on dogs (and puppies) 
• [3-way] protection against fleas, ticks and lice 
o &-month protection against ticks, fleas and lice 
• For (small) dogs up to [(18lbs.)(8 kg)] (body weight] 
• For (large) dogs above [(18lbs.)(8 kg)] [body weight] 
o For external use on dogs 
• For [(small dogs and puppies)(large dogs)] 
• Fully effective within 48 hours after initial application of collar 

Tick Claims - Dogs 
• Repels and kills ticks, including [(Deer)(Black-legged)] ticks, (Ixodes scapularis) 

(vector of Lyme disease and anaplasmosis), American dog ticks, (Dermacentor 
variabilis) (vector of Rocky Mountain spotted fever and ehrlichiosis), Brown dog ticks, 
(Rhipicephalus sanguineus) (vector of ehrlichiosis, anaplasmosis, bartonellosis, 
babesiosis, canine hemoplasmosis, and Rocky Molllltain spotted fever), and Lone Star 
ticks (Amblyomma americanum) (vector of ehrlichiosis) for 8 months 

• Treatment with [(PNR 1427)(brand narne)(this product)(the collar)] kills ticks that may 
transmit Anaplasmosis (Anaplasma phagocytophilium), Bartonellosis (Bartonella 
vinsonii, Barlonella spp.), Babesiosis (Babesia canis, B. gibsoni), Borreliosis (Borrelia 
burgdorferi), canine hernoplasmosis (}vfycoplasma haemocanis), Ehrlichiosis (Ehrlichia 
canis, E. chaffeensis, E. ewingii), Hepatozoonosis (Hepatozoon canis and H 
americanum), and Rickettsiosis (Rickettsia rickettsil) [,which are types of(canine) 
vector borne diseases] 

o Efficacy against ticks (by repelling and killing) that ffiay transmit Anaplasmosis 
(Anaplasmaphagocytophilium), Bartonellosis (Bartonella vinsonii, Bartonella spp.), 

PNR 1427 Insecticide 03122012b.doc 
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Babesiosis (Babesia canis, B. gibsoni), Borreliosis (Borrelia burgdorferi), canine 
hemoplasmosis (Mycoplasma haemocanis), Ehrlichiosis (Ehrlichia canis, E chaffeensis, 
and E ewingii), Hepatozoonosis (Hepatozoon canis and H americanum), and 
Rickettsiosis (Rickettsia rickettsii) [,which are types of (canine) vector borne diseases] 

• Kills [(Deer)(Black-legged)] ticks(, which may carry Lyme disease and Anaplasmosis) 
• Kills American dog ticks (, which may carry Rocky Mountain sported fever and 

Ehrlichiosis) 
• Kills all [(life)(blood feeding)] stages of ticks 
• Kills tick adults, larvae, and nymphs 
• Kills ticks within 48 hours of (intitial) application 
• Prevents tick infestations within 48 hours after (inititial) application 
• [(Kills)(Repels)] ticks in 6 hours after (intial) efficacy has been obtained 
• Re-infesting ticks are [(repelled)(killed)(repelled and/or killed)] as quickly as 6 hours 
• Protects against all types of ticks (attacking dogs) 
• Protects your (dog)(and/or)(puppy) from all types of ticks (for 8 months) 
• Easy, effective [(treatment and prevention)( control)] of ticks, (and) fleas (,and lice) 

Flea Claims -Dogs 
• (Rapidly/Quickly]) Kills fleas on dogs within [24] hours and continues to prevent 

infestations for 8 months 
• Kills fleas before they lay eggs 
• Reinfesting fleas are killed within 2 hours with protection against further flea infestation 

lasting 8 months 
e Larval flea stages in the dog's surroundings are killed following contact with a [(PNR 

1427)(brand name)] -treated dog, (which will aid in environmental control) 
• Prevents, treats, and controls flea larvae in the dog's immediate surroundings 
• Prevents, treats, and controls adult and larval stages of the flea 
• Protects your ( dog)(and/or)(puppy) from fleas (for 8 months) 
• For the treatment and prevention of flea infestations [on your dog (and in your dog's 

immediate surroundings)] 
• One treatment prevents further flea infestations (on dogs) for 8 months 
• Controls existing flea infestations by killing adult fleas 
• Prevents reinfestations by killing adult fleas before they lay eggs 
• Prevents fleas on treated dogs from infesting (reinfesting) your home 
• Treatment with [(PNR 1427)(brand name)(this product)(the collar)] kills fleas and may 

reduce the incidence of [flea allergy dermatitis (F AD)][flea bite hypersensitivity 
(FBH)][flea bite dermatitis (FBD)] 

• For prevention and treatment of flea infestation(s) for 8 months 

PNR 1427lnsecticide 03122012b.doc 
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e [8~month] prevention and treatment of cat fleas (Ctenocephalides felis), dog fleas 
(Ctenocephalides canis) and human fleas (Pulex irritans) on dogs 

• Kills cat fleas (Ctenocephalides felis,) dog fleas (Ctenocephalides canis) and human 
fleas (Pulex irritans) on dogs 

• Treatment with [(PNR 1427)(brand narne)(this product)(the collar)] kills fleas and may 
reduce the (risk/incidence) of tapeworm infections (Dipylidium caninum), Bartonellosis 
(Bartonella vinsonii, Bartonella spp.), and Rickettsiosis (Rickettsiafelis) [,which are 
types of (canine) vector borne diseases] 

• Efficacy against fleas that may transmit tapeworm infections (Dipylidium caninum), 
Bartonellosis (Bartonella vinsonii, Bartonella spp. ), and Rickettsiosis (Rickettsia felis) 
[,which are types of (canine) vector borne diseases] 

o Breaks the flea life cycle 
• Stops fleas from feeding by (their) paralysis and death 
e Kills fleas that may cause anemia in dogs 

Lice & Other Efficacy Claims -Dogs 
• Kills [(biting) (chewing)]lice 
• For treatment and prevention of [(biting) (chewing)] lice (infestations) 
• Controls existing [(biting) (chewing)] lice infestations 
o Treats, prevents and controls [(biting) (chewing)] lice (infestations) 
• Provides effective control of [(biting) (chewing)] lice (infestations) 
• Kills [(biting) (chewing)] lice and prevents further infestations 
o For treatment and prevention of infestations of [(biting) (chewing)] lice 
• Aids in the treatment (and control) ofSarcoptic mange 

Optional/Alternative Marketing Claims- Cats 
General Claims - Cats 

• Two active [(substances)(ingredients)] provide dual action against ticks and fleas (on 
cats) 

• For use on cats and kittens 10 weeks of age and older 
• [Effective][Long-lasting] [protection] for 8 months 
• Tick, (and) flea (prevention)( control)( and) treatment for kittens 10 weeks of age or older 
• Tick and flea treatment for cats and kittens 10 weeks of age and older 
• [(PNR 1427)(Brand name) (The collar)(This product)] is indicated for the prevention 

and treatment of ticks and fleas on cats and kittens (10 weeks of age and older) 
• Kills (and repels) ticks and kills fleas (for 8 months) 
• (Reliable) (8~month) protection against ticks and fleas [on cats (and kittens)] 
• [Dual] [2-way] protection against ticks and fleas 

PNR 1427 Insecticide 031220I2b.doc 
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o For external use on cats 
• For cats and kittens 
e Fully effective within 48 hours after initial application of collar 

Tick Claims - Cats 
• Repels and kills ticks, including [(Deer)(Black-legged)] ticks, (Ixodes scapularis) 

(vector of Lyme disease and anaplasmosis), American dog ticks (Dermacentor 
variabilis) (vector of Rocky Mountain spotted fever, cytauxzoonosis, and ehrlichiosis), 
Brown dog ticks, (Rhipicephalus sanguineus) (vector of ehrlichiosis, anaplasmosis, 
babesiosis, and Rocky Mountain spotted fever), and Lone Star ticks (Amblyomma 
americanum) (vector of cytauxwonosis and ehrlichiosis) (for 8 months) 

• Treatment with [(PNR 1427)(brand name)(this product)(the collar)] kills ticks that may 
transmit Anaplasmosis (Anaplasma phagocytophilium), Babesiosis (Babesia canis, 
B.spp.), Borreliosis (Borrelia burgdorfen), Ehrlichiosis (Ehrlichia canis, E. spp. ), 
Cytauxzoonosis (Cytauxzoonfelis), and Rickettsiosis (Rickettsia ricketts it) [,which are 
types of(cat) vector borne diseases] 

• Efficacy against ticks (by repelling and killing) that may transmit Anaplasmosis 
(Anaplasma phagocytophilium), Babesiosis (Babesia canis, B. spp. ), Borreliosis 
(Borrelia burgdorferi), Ehrlichiosis (Ehrlichia canis, E. spp. ), Cytauxzoonosis 
(Cytauxzoon felis), and Rickettsiosis (Rickettsia rickettsii) [,which are types of (cat) 
vector borne diseases] 

• Kills [(Deer)(Black-legged)] ticks(, which may carry Lyme disease) 
• Kills American dog ticks(, which may carry Rocky Mountain spotted fever) 
• Kills all (life) (blood feeding) stages ofticks 
o Kills tick adults, larvae, and nymphs 
o Kills ticks within 48 hours of (intitial) application 
• Prevents tick infestations within 48 hours after (initial) application 
• [(Kills)(Repels)] ticks in 6 hours after (intitial) efficacy has been obtained 
• Re-infesting ticks are [(repelled)(killed)(repelled and/or killed)] as quickly as 6 hours 
• Protects against all types of ticks (attacking cats) 
• Protects your (cat)(and/or)(kitten) from all types of ticks (for 8 months) 
• Easy, effective [(treatment and prevention)( control)] of ticks and fleas 

Flea Claims - Cats 
• (Rapidly/Quickly) Kills fleas on cats within [24] hours and continues to prevent 

infestations.(for 8 months) 
• Kills and repels fleas before they lay eggs 

PNR 14271nsecticide 03122012b.doc 
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• Reinfesting fleas are killed within 2 hours with protection against further flea infestation 
(lasting 8 months) 

• Larval flea stages in the eat's surroundings are killed following contact with a [(PNR 
1427)(brand name)(collar)]-treated cat (which will aid in enviromnental control) 

• Prevents, treats, and controls flea larvae in the eat's immediate surroundings 
• Prevents, treats, and controls adult and larval stage of the flea 
• Protects your (cat)(and!or)(kitten) from fleas (for 8 months) 
• For the treatment and prevention of flea infestations on your cat (and in your eat's 

immediate surroundings) 
• One treatment prevents further flea infestations (for 8 months) 
• Controls existing flea infestations by killing adult fleas 
• Prevents reinfestations by killing adult fleas before they lay eggs 
• Treatment with [(PNR 1427)(brand name)(the collar)(this product)] kills fleas and may 

reduce the incidence of[flea allergy dermatitis (FAD)][flea bite hypersensitivity 
(FBH)][flea bite dermatitis (FBD)] 

• For prevention and treatment of flea infestation(s) for 8 months 
• [8~month] prevention and treatment of cat fleas (Ctenocephalides felis), dog fleas 

(Ctenocephalides canis) and human fleas (Pulex irritans) on cats 
• Treatment with [(PNR 1427)(brand name) (the collar)(this product)] kills fleas that may 

transmit Bartonellosis (Bartonella henselae), tapeworm infections (Dipylidium 
can inurn), Feline infectious anemia (jVJycoplasma spp. ), and Rickettsiosis (Rickettsia 
felis) 

e Efficacy against fleas that may transmit Bartonellosis (Bartonella henselae ), tapeworm 
infections (Dipylidium caninum), Feline infectious anemia (Mycoplasma spp.), and 
Rickettsiosis (Rickettsia felis) 

• Breaks the flea life cycle 
• Stops fleas from feeding by (their) paralysis and death 
• Kills fleas that may cause anemia in cats 

Other Efficacv Claims - Cats 
• Aids in the treatment (and control) ofSarcoptic mange 

Optional/Alternative Marketing Claims- General 
• Protects for 8 months 
• (8-month) [(protector band)(pet collar)(collar)] 
• [(Kills)(Protects)] for 8 months 
• (Make sure to) replace (the) collar after 8 months [for year-round (control)(prevention)] 
• Remains effective after bathing or swimming 
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o Remains effective following shampooing, swimming or after rain 
• [(Wetness)(Moisture)] does not reduce the collar's effectiveness 
• No need to remove (the) collar while bathing pet 
• No need to remove collar when (your) pet goes swimming or [(gets bathed)(bathing)] 
• Waterproof 
• Water resistant 
• Fragrance-free 
• Odorless 
• No (noticeable) odor 
• Non-greasy 
• Easy to use 
• (Easy)(convenient)(to use)(to apply) 
• [(Graphite )(Gray)] [Red][Yellow] [(collar)( color)] 
• (Adjustable)(convenient)( easy-to-apply) collar 
• (Light) reflectors for added visibility (in the evening and at night) 
• (Three) (3) (visibility) reflectors (included) 
• (Snap-on) reflectors (included) for added (night-time)(pet)(visibility) 
• One collar per animal (to be fastened around the neck) 
o Contains one collar 
• [(Patented)(Bayer)(technology) (polymer)(matrix)(system)] ensures that both active 

[(subStances)(ingredients)] are (slowly) (and continuously) released (in low 
concentrations). 

• (Patented) (Bayer) (Polymer) Matrix: [(effective)(dependable)(long-lasting)] (flea and 
tick) control (for 8 months) 

• (Depot effect:) [Active (substances)(ingredients)] stored inside the polymer matrix and 
gradually released over time] 

• [(Continuous)(Even distribution)(Steady)] release) of active [(substances)(ingredients)] 
(over 8 months) 

• (Continuous) protection (over 8 months) 
• Contains [(Patented)(Bayer) (polymer)(matrix)(system)] 

Optional/Alternative Marketing Claims- Combined label for 
small collar for use on small dogs and cats 

• For external use on small dogs and cats only 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, D.C. 20460 

OFFICE OF 
CIIEMICAL SAFETY AND 

POLLUTION PREVENTION 

MEMORANDUM: 

To: Be Wanda Alexander (55 
From: Clayton Myers, Entomologist Date· March !4, 2012 

\"-' 
Subject: PRODUCT PERFORMANCE DATA EVALUATION RECORD .'?;l ;\'\.; 

DP barcode: 
Decision no.: 
Submission no: 
Action code: 

385561,3856231393362 
440307 
8828271 902307 
R!IO.O 

Product Name: PNR !427 Insecticide 
EPA Reg. No or File Symbol: I !556-RLL 
Formulation Type: RTU Pet Collar 
Ingredients statement from the !abel with PC codes included: F!umethrin1 4.50% PC: 36007; Imidacloprid, 
I 0.00%1 PC: 129099 
Application rate(s) of product and each active ingredient (1bs. or ga!!ons/1000 square feet or per acre as 
appropriate; and g/m2 or mg/cm2 as appropriate): One collar per animat cut to fit with some slack around neck 
(varies somewhat upon animal size). Claims through 8 months for some pests1 including waterproof/washing/water 
immersion. 

I. Action Requested: Data was submitted to support pest claims for a ready to use1 indoor, non-food product; a 
companion animal collar impregnated with 2 active ingredients. 

II. Background: The registrant seeks to register a flumethrin/imidacloprid combo pet collar product for control of 
fleas and ticks and lice on dogs, and fleas and ticks on cats. The registrant has submitted 20 studies to support 
efficacy claims. 

III. MRID Summaries: (Primary Review attached) 

a. MRID 48576501 
(I) GLP study 

Page 1 ofiO 

(2) A laboratory study was conducted to evaluate killing efficacy of the test product against Deer 
ticks, Ixodes scapularis adults and nymphs against hair taken from treated animals via an in vitro 
exposure study. Three dogs were acclimated and used for this study1 with 2 animals provisioned 
with the treated collars (one as a backup), and one left as an untreated control. Pre-treatment hair 
samples were taken and tick exposures conducted to confirm no insecticidal activity of untreated 
hair. Periodically after treatment, through 240 days (8 months)1 hair samples were taken from the 
test dog and control dog from various body surfaces. One gram of hair was placed into each of6 
Petri dishes to which were added 10 nymph afld 10 adult ticks. Counts o(Jive and dead ticks were 
made after 48 hours of exposure. Mortality was calculated using Abbott's formula. 
(3) Efficacy for all exposures and all tick stages exceeded 97% through 240 days after initial 
placement of the collar, with most of the exposures resulting in 100% control. Authors conclude 
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that efficacy is supported for Deer ticks. The primary reviewer concurred that the data was 
adequate to support 8 month efficacy claims Deer ticks, but noted that the collars were not 
exposed to any weathering and thus the claims were only supportive of dogs kept indoors. 
(4) The study is acceptable to 8 month control claims against Deer ticks, Ixodes scapularis, on 
dogs, with control starting within 48 hours of collar placement. 

b. MRID 48576502 
(I) GLP study 
(2) A laboratory study was conducted to evaluate killing efficacy of the test product against Deer 
ticks, Ixodes scapularis adults on dogs treated with the collar. Dogs were acclimated and pre
qualified for tick retention. 16 dogs were used in the study with 8 each (4 males and 4 females) 
allocated to either a treatment or control group. 50 ticks were placed on each dog one day prior to 
placement of collars. Dogs under 18 lbs received a small collar and larger dogs received the large 
collar. Ticks were counted 2 days after placement of collars via removal. Periodic re-infestations 
were made onto the dogs, with counts and removal at 48 hours. The study was carried through 
247 days (8 months). Mortality was calculated using Abbott's formula. 
(3) Efficacy for ali exposures and ali tick stages exceeded 96% through 247 days after initial 
placement of the collar, with most of the exposures resulting in 100% control. Authors conclude 
that efficacy is supported for Deer ticks. The primary reviewer concurred that the data was 
adequate to support 8 month efficacy claims Deer ticks, but noted that the collars were not 
exposed to any weathering and thus the claims were only supportive of dogs kept indoors. 
(4) The study is acceptable to 8 month control claims against Deer ticks, Ixodes scapularis, with 
control starting within 48 hours of co!!ar placement. 

c. MRID 48240116 
(I) GLP study 
(2) A laboratory study was conducted to evaluate killing efficacy of the test product against 
Dermacentor variabilis and Rhipicephalus sanguineus ticks and Ctenocephalidesfelis fleas on 
dogs treated with the collar. Dogs were acclimated and pre-qualified for flea retention. 16 dogs 
were used in the study with 8 each ( 4 males and 4 females) allocated to either a treatment or 
control group. 50 ticks of each species and I 00 fleas were placed on each dog one day prior to 
placement of collars. A!! dogs were over 18 lbs. and thus, all dogs received the large collar. Ticks 
and fleas were counted 2 days after placement of collars via removal. Periodic re-infestations 
were made onto the dogs, with counts and removal at 48 hours. The study was carried through 
254 days (8 months). Mortality was calculated using Abbott's formula. 
(3) Flea efficacy for all exposures exceeded 96% through 246 days after initial placement of the 
collar. Flea efficacy upon the day 7 re-infestation was also greater than 90% within 2 hours ofre
infestation. Tick efficacy for both species exceeded 90% through 240 days after initial placement, 
except for the 2 day assessment, which was inadequate (likely due to the time taken for the 
material to spread through the dogs hair initially). Authors conclude that efficacy is supported for 
fleas and ticks. The primary reviewer concurred that the data was adequate to support 8 month 
efficacy claims for American Dog Ticks, Brown Dog Ticks, and Fleas, but noted that the collars 
were not exposed to any weathering and thus the claims were only supportive of dogs kept 
indoors. 
(4) The study is acceptable to 8 month control claims against Ticks (ABT and BDT) and fleas, 
with control starting within 48 hours of collar placement for fleas. 

d. MRID 48240117 
(I) GLP study 

Page2of10 

(2) A laboratory study was conducted to evaluate killing efficacy of the test product against 
Amblyomma americanum adult ticks and Ctenocephalides felis fleas on cats treated with the 
collar. Cats were acclimated and pre-qualified for flea retention. 16 domestic short-hair cats were 
used in the study with 8 each (mixed sex) allocated to either a treatment or control group. 50 ticks 
and 100 fleas were placed on each cat one day prior to placement of collars. Ticks and fleas were 
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counted 2 days after placement of collars via removal. Periodic re-infestations were made onto the 
cats, (alternating between fleas and ticks over the course of the study) with counts and removal at 
48 hours. The study was carried through 246 days (8 months). Mortality was calculated using 
Abbott's formula. 
(3) Flea efficacy for all exposures exceeded 90% through 246 days after initial placement of the 
collar (8 months). Flea efficacy upon the day 7 re-infestation was also greater than 90% within 2 
hours of re-infestation. Tick efficacy exceeded 90% through 240 days after initial placement, 
except for the 2 day assessment, which was inadequate (likely due to the time taken for the 
material to spread through the cats' hair initially). Authors conclude that efficacy is supported for 
fleas and ticks. The primary reviewer concurred that the data was adequate to support 8 month 
efficacy claims for Lone Star Ticks, and Fleas, but noted that the collars were not exposed to any 
weathering and thus the claims were only supportive of cats kept indoors. 
(4) The study is acceptable to 8 month control claims against Amblyomma americanum and fleas 
on cats, with control starting within 48 hours of collar placement for fleas. 

e. MRID 48240118 
(I) GLP study 
(2) A laboratory study was conducted to evaluate killing efficacy of the test product against R. 
sanguineus and D. variabilis adult ticks and Ctenocephalidesfelis fleas on dogs treated with the 
collar after water immersion and shampooing. Dogs were acclimated and pre-qualified for flea 
retention. 32 dogs were used in the study with 8 each allocated to 4 groups: Treated immersed, 
Treated shampooed, Untreated immersed, Untreated shampooed. Shampooing was conducted 
monthly and the immersion group was immersed in water monthly. 50 ticks of each species and 
100 fleas were placed on each dog at times prior to placement of collars. Ticks and fleas were 
counted 2 days after placement of collars via removal. Periodic re-infestations were made onto the 
dogs, with counts and removal at 48 hours. The study was carried through 232 days (7 months). 
Mortality was calculated using Abbott's formula. 
(3) Flea efficacy for the shampoo group exceeded 90% through day 225. For water immersion, 
efficacy only exceeded 90o/o though day 141. R. sanguineus efficacy exceeded 90% though day 
232 for both groups. D. variabilis efficacy exceeded 90% though day 225 for shampooing but 
only day 197 for water immersion. The primary reviewer concurred with the author's conclusion 
that data was adequate to support 8 month claims for prevention of fleas and ticks when 
shampooed once per month. Because D. variabilis efficacy was only adequate for 7 months and 
flea efficacy was only adequate through day 141, only a 5 month claim would be acceptably 
supported. The reviewer also states that the label must specify that bathing/swimming should be 
no more than once per month for the claims to be supported by this data set. 
(4) The study is acceptable to support 8 month claims against fleas and ticks for dogs that are 
shampooed no more than once per month. For dogs that swim once per month, flea claims are 
limited to 5 months and tick claims to 7 months. 

f. MRID 48240119 
(1) GLP study 
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(2) A laboratory study was conducted to evaluate killing efficacy of the test product against Ixodes 
ricinus adult ticks and Ctenocephalides felis fleas on cats treated with the collar. Cats were 
acclimated and pre-qualified for flea retention. 20 domestic short-hair cats were used in the study 
with 10 each (mixed sex) allocated to either a treatment or control group. 40 ticks were placed on 
each cat two days prior to placement of collars. 100 fleas were placed on the day before treatment. 
Ticks and fleas were counted 2 days after placement of collars via removal. Periodic re
infestations were made onto the cats, (alternating between fleas and ticks over the course of the 
study) with counts and removal at 48 hours. The study was carried through 237 days (8 months). 
Mortality was calculated using Abbott's formula. 
(3) Tick efficacy for all exposures exceeded 90% through 239 days after initial placement of the 
collar (8 months), except for the 2 day assessment, which was inadequate (likely due to the time 
taken for the material to spread through the cats' hair initially). Flea efficacy exceeded 90% 
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through 239 days after initial placement. Authors conclude that efficacy is supported for fleas and 
ticks. The primary reviewer concurred that the data was adequate to support 8 month efficacy 
claims for Ticks, and Fleas. 
(4) Because Ixodes ricinus is a species known to have similar susceptibility to Ixodes scapularis 
the data are adequate to support 8 month efficacy claims for Ixodes ticks. For fleas, the study is 
acceptable to 8 month control claims on cats. 

g. MRID 48240120 
(I) GLP study 
(2) A laboratory study was conducted to evaluate killing efficacy of the test product against Ixodes 
ricinus and Rhipicephalus sanguineus ticks and Ctenocephalidesfelis fleas on dogs treated with 
the collar. Dogs were acclimated and pre~qualified for flea retention. 20 dogs were used in the 
study with I 0 each allocated to either a treatment or control group. 40-50 ticks of each species 
and 100 fleas were placed on each dog two days prior to placement of collars. All dog,s were over 
18 lbs. and thus, all dogs received the large collar. Ticks and fleas were counted 2 days after 
placement of collars via removal. Periodic re-infestations were made onto the dogs, with counts 
and removal at 48 hours. The study was carried through 237 days (8 months). For female ticks, 
engorgement was determined for female ticks. Mortality was calculated using Abbott's formula. 
To evaluate repellency, ticks attached to the dogs on day -8 (pre-qualifYing) were counted at 3 and 
6 hours after placement to verifY the appropriateness oftime points for evaluation. Tick counts for 
repellency determination was done the same way after every re-infestation without removal of 
ticks. A flea larvicidal assessment was conducted on days -7 to ~5, and then in 2 to 5 week 
intervals from day 12 forward to when dogs were not infested with parasites. Fleece-lined board 
were placed on the floors of dog kennels for 3 hours on 3 consecutive days. Samples were cut 
from the blankets, placed in petri dishes, and frozen. Remaining parts of the blanket were also 
frozen and stored. The wooden board was cleaned and a new blanket fixed. After removal from 
the freezer, petri dishes were allowed to reach room temperature and -50 flea eggs from the same 
colony were placed in the middle of the blanket sample. Flea rearing medium was spread over the 
surface and samples were incubated for 28 days. 
(3) Tick efficacy for both species exceeded 90% through 238 days after initial placement, except 
for the 2 day assessment, which was inadequate (likely due to the time taken for the material to 
spread through the dogs hair initially). Tick repellency, within hours of placement, for both 
species exceeded 90% from 27 to 236 days after initial treatment. Adult flea efficacy exceeded 
99% from day 2 to day 238 after treatment. Larvicidal effects against fleas exceeded 99% for days 
12-245 after treatment. The primary reviewer concurred that the study was adequate to support 8 
month flea and tick claims. 
(4) Because Ixodes ricinus is a species known to have similar susceptibility to Ixodes scapularis 
the data are adequate to support 8 month efficacy claims for Ixodes ticks. For R. sanguineus and 
fleas, the study is acceptable to 8 month control claims against ticks and fleas. 

h. MRID 48240121 
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(I) non-GLP study 
(2) A laboratory study was conducted to evaluate killing efficacy of the test product against Ixodes 
ricinus adult ticks and Ctenocephalidesfelis fleas on cats treated with the collar. Cats were 
acclimated and pre-qualified for flea retention. 20 domestic short~hair cats were used in the study 
with 10 each (mixed sex) allocated to either a treatment or control group. 40 ticks were placed on 
each cat two days prior to placement of collars. I 00 fleas were placed on the day before treatment. 
Ticks and fleas were counted 2 days after placement of collars via removal. Periodic re
infestations were made onto the cats, (alternating between fleas and ticks over the course of the 
study) with counts and removal at 48 hours. The study was carried through 237 days (8 months). 
Mortality was calculated using Abbott's formula. To evaluate repellency, ticks attached to the cats 
on day -8 (pre-qualifYing) were counted at 3 and 6 hours after placement to verify the 
appropriateness of time points for evaluation. Tick counts for repellency determination was done 
the same way after every re-infestation without removal ofticks. A flea larvicidal assessment was 
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conducted on days -7 to -5, and then in 2 to 5 week intervals from day 12 forward to when cats 
were not infested with parasites. Fleece-lined board were placed on the floors of cat transport 
boxes for 3 hours on 3 consecutive days. Samples were cut from the blankets, placed in petri 
dishes, and frozen. Remaining parts of the blanket were also frozen and stored. The wooden 
board was cleaned and a new blanket fixed. After removal from the freezer, petri dishes were 
allowed to reach room temperature and -50 flea eggs from the same colony were placed in the 
middle of the blanket sample. Flea rearing medium was spread over the surface and samples were 
incubated for 28 days. Efficacy against flea eggs was evaluated by rearing flea eggs with debris 
that fell out of the cats' hair (I 00 mg of debris : I 00 mg of flea medium). Eggs were incubated for 
4 days and hatch was evaluated. 
(3) Tick efficacy for all exposures exceeded 90% through 239 days after initial placement of the 
collar (8 months), for both killing and repellence (237 days). Flea efficacy exceeded 90% through 
169 days after initial placement. Larvicidal efficacy exceeded 90% through 37 days. Ovicidal 
efficacy never reached 90% for flea eggs. Authors conclude that efficacy is supported for fleas 
and ticks. The primary reviewer concurred that the data was adequate to support 8 month efficacy 
claims for Ticks. For fleas, the supported efficacy duration was shorter. The author concurred 
that use of the collar could aid in the control of flea larvae, and thus other fleas in the pets 
environment. 
(4) Because Ixodes ricinus is a species known to have similar susceptibility to Ixodes scapularis 
the data are adequate to support 8 month efficacy claims for Ixodes ticks. For fleas, the study is 
acceptable to support a 5 month claim on flea adults, and an aids in control claim for flea larvae. 
No larvicidal claims are supported. 

i. MRID 48240122 
(I) non-GLP study 
(2) A clinical field study was conducted using parasite infested animals. The study enrolled 346 
animals from France, Germany, Hungary, and Portugal. 
(3) The study is rated supplemental regarding claims on the label for pests found in the United 
States. 

j. MRID 48240123 
(I) non-GLP study· 
(2) A clinical field study was conducted using parasite infested animals. The study enrolled 346 
animals from France, Germany, Hungary, and Portugal. 
(3) The study is rated supplemental regarding claims on the label for pests found in the United 
States. 

k. MRID 48240124 
(I) non-G LP study 
(2) A laboratory study was conducted to evaluate the onset of efficacy against cat fleas, 
Ctenocephalidesfe!is on cats. Cats were acclimated and pre-qualified for flea retention. 16 
domestic short-hair cats were used in the study with 8 each (mixed sex) allocated to either a 
treatment or control group. After qualification, 100 fleas were placed on each cat on the day of 
placement of collars. Fleas were counted I day after placement of collars via removal. Mortality 
was calculated using Abbott's formula. 
(3) Flea efficacy at one day after placement (and treatment) was 99.8%. The study authors 
indicate the study is acceptable to support a claim that the product controls fleas within 24 hours. 
The primary reviewer concurs with this conclusion. 
(4) The study is acceptable to support claims against fleas on cats for killing within 24 hours. 

I. MRID 48240125 
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(I) non-GLP study 
(2) A laboratory study was conducted to evaluate the onset of efficacy against cat fleas, 
Ctenocephalidesfe!is on dogs. Dogs were acclimated and pre-qualified for flea retention. 16 dogs 
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were used in the study with 8 each (mixed sex) allocated to either a treatment or control group. 
After qualification, 100 fleas were placed on each cat on the day of placement of collars. Fleas 
were counted I day after placement of collars via removal. Mortality was calculated using 
Abbott's formula. 
(3) Flea efficacy at one day after placement (and treatment) was 100.0%. The study authors 
indicate the study is acceptable to support a claim that the product controls fleas within 24 hours. 
The primary reviewer concurs with this conclusion. 
(4) The study is acceptable to support claims against fleas on dogs for killing within 24 hours. 

m. MRID 48240126 
(I) non-GLP study 
(2) A laboratory study was conducted to evaluate the killing efficacy offlumethrin against 2 
Ixodes species in an in vitro exposure assay. Flumethrin was dissolved in acetone and transferred 
into snap cap vials and centrifuged for 2 hours at room temperature. Vials were uncapped and 
acetone was evaported to leave a uniform coating on the inside of the vial (44.7 sq em). Five 
unfed ticks were transferred to each vial, capped, and kept at room temperature. Efficacy was 
evaluated by placing vials to a heating table to observe ticks for heat avoidance behavior, after 24 
and 48 h exposure. There were 7 dosages tested along with untreated and solvent control groups. 
There were 6 reps per concentration per tick species, with 5 ticks per vial. Inferential statistical 
analysis was performed using repeated measures AN OVA with concentration, tick species, and 
time as fixed effects in the model. The 2 and 3 way interactions were also included as mixed 
effects into the model. 
(3) 24 hour tick efficacy for all species exceeded 90% at doses of0.288 ppm and higher. For 48 
hours, >90% efficacy was observed at doests of0.0576 ppm and higher. Study authors say these 
data suggest similar susceptibility responses of the 2 Ixodes spp. toward flumethrin. 
(4) The study is rated as supplemental, as the data are based upon technical grade active 
ingredient, and other product specific collar data have already been submitted to support tick 
efficacy claims. However, the data are acceptable to demonstrate that efficacy data between the 
two Ixodes species are similar and could be used to support bridging arguments for Ixodes efficacy 
data between the two species. 

n. MRID 48240127 
(!) non-GLP study 
(2) A laboratory study was conducted to evaluate the onset of activity of the submitted collar 
against Ixodes ricinus on cats. 16 cats were assigned to either a treated or control group (8 cats per 
group). Cats were prequalified for tick retention. Cats were infested with 20 adult female and 15 
adult male ticks on SD -6, 0, and 2 (cats were sedated). On SD 2, female ticks were counted and 
removed at 48 hours after treatment. After re-infestation, tick counts for repellency were made at 
6 h after re-infestation. After tick removal, engorgement status was determined. For 
determination of repellency, the female ticks were specified during counting as dead or alive. 
Efficacy (mortality or repellency) was calculated using Abbott's formula, and compared 
statistically between the 2 groups using a 2 tailed Wilcoxon-Mann-Whitney-U-test (p = 0.05). 
(3) Killing efficacy for ticks at 48 hours after treatment was 95.5%. Repelling efficacy at 6 hours 
after the SD 2 re-infestation was 100%. 
(4) The study is acceptable to support killing claims against Ixodes ticks on cats within 48 hours 
and supports the claims of preventing tick infestations within 48 hours after initial application on 
cats. 

o. MRID 48240128 
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(I) non-GLP study 
(2) A laboratory study was conducted to evaluate efficacy against Ixodes ricinus ticks on dogs. 14 
dogs (7 per treatment) were used in the study, and were housed in individual pens with petroleum 
jelly barriers to prevent escape ofticks. On SD -2, 40 ticks were placed on each dog. On SD 0, 
the dogs assigned to the collar group. were fitted. Reinfestations were made on days 7, 28, 56, 84, 
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112, 133, 168, 196,223, and 238 with 35 ticks placed on each dog. Ticks were counted at 48 h 
after each infestation. On SD 0, live attached ticks were counted without removal. Efficacy was 
calculated using Abbott's Formula. 
(3) Killing control efficacy for day 2 wasy 89.9, and was 100% for all other reinfestations through 
day 240. 
( 4) The study is acceptable to support claims against Ixodes ricinus for 8 months. 

p. MRID 48240129 
(1) non-GLP study 
(2) A laboratory study was conducted to evaluate the onset of activity of the submitted collar 
against Ixodes ricinus and Rhipicephalus sanguineus on dogs. 16 dogs were assigned to either a 
treated or control group (8 dogs per group). Dogs were prequalified for tick retention. Dogs were 
infested with 20 adult female and 15 adult male Ixodes ticks and 50 mixed sex Rhipicephalus ticks 
on SD -5, 0, and 2 (cats were sedated). On SD 2, female Ixodes ticks and all Rhipicephalus were 
counted and removed at 48 hours after treatment. After re-infestation, tick counts for repellency 
were made at 6 h after re-infestation. After tick removal, engorgement status was determined. For 
determination ofrepe!lency, the female ticks were specified during counting as dead or alive. 
Efficacy (mortality or repellency) was calculated using Abbott's formula, and compared 
statistically between the 2 groups using a 2 tailed Wilcoxon-Mann-Whitney-U-test (p = 0.05). 
(3) Killing efficacy for ticks at 48 hours after treatment was 96.8% for R. sanguineus and 96.2% 
for Ixodes. Repelling efficacy at 6 hours after the SD 2 re-infestation was 99.2% for R. 
sanguineus and 100% for Ixodes. 
( 4) The study is acceptable to support killing claims against Ixodes and R sangulneus ticks on 
dogs within 48 hours and supports the claims of preventing tick infestations within 48 hours after 
initial application on dogs. 

q. MRID 48240130 
(I) non-GLP study 
(2) A laboratory study was conducted to evaluate the killing efficacy offlumethrinlimidacloprid 
against 3 tick species (Ixodes ricinus, Rhipicephalus sanguineus, and Dermacentor reticulatus) in 
an in vitro exposure assay. An appropriate amount of the test compound mixture (1: 1.85 
flumethrin: imidacloprid) was dissolved in acetone and transferred into snap cap vials and 
centrifuged for 2 hours at room temperature. Vials were uncapped and acetone was evaported to 
leave a uniform coating on the inside of the vial (44.7 sq em). Five unfed adult ticks, 10 unfed 
nymphs, or approximately 25 unfed larvae were transferred to each vial, capped, and kept at room 
temperature. Efficacy was evaluated by placing vials to a heating table to observe ticks for heat 
avoidance behavior, after 24 and 48 h exposure. There were 8 dosages tested along with untreated 
and solvent control groups. There was one repolicate per treatment per tick species. Inferential 
statistical analysis was performed using repeated measures AN OVA with concentration, tick 
species, and time as fixed effects in the model. The 2 and 3 way interactions were also included as 
mixed effects into the model. 
(3) 24 and 48 hour efficacy for all stages of Ixodes ricinus ticks was >90% for concentrations of 
7.2 ppm and higher oftest material. 24 and 48 hour efficacy for all stages of Rhipicephales 
sanguineus was >90% for concentrations of 1.44 ppm and higher. 24 and 48 hour efficacy for all 
stages of Dermacentor reticulatus ticks was >90% for concentrations of 0.288 ppm and higher. 
(4) The study is rated as supplemental, as the data are based upon technical grade active 
ingredients, and other product specific collar data have already been submitted to support tick 
efficacy claims. 

r. MRID 48240131 
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(1) non-GLP study 
(2) A laboratory study was conducted to evaluate the killing efficacy of a pet collar against 
existing natural infestations of dog lice, Trichodectes canis. 18 dogs were evaluated in the study, 
with 9 dogs placed in either a control or treated group. Natural lice infestations were evaluated by 
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counts at 8 specified sites on each dog and lice were not removed. On SD's -5, -2, -1, 2, 7, 14, 21, 
28, and 35, lice counts were made for each dog for a minimum of5 minutes per dog. Counts at a 
number of sites were determined based upon finding lice at sites specified in the study. 
Effectiveness was calculated using Abbott's fonnula, based upon pre and post-treatment counts 
for each dog at each interval. Infestation was defined as a dog having at least one louse and viable 
eggs present or>/"' 10 Jive lice. The effectiveness threshold was set at 95%. Lice counts were 
also compared statistically using ANOV A. 
(3) 48 hour efficacy was 95.1% and efficacy was 100% for the remainder of the study. 
(4) The study is acceptable to support claims against dog lice (Trichodectes canis) for one month 
on dogs. Claims longer than one month are not supported by this data set. 

s. MRID 48240132 
(!) GLP study 
(2) A laboratory study was conducted to evaluate the killing efficacy of a pet collar against 
existing natural infestations of sarcoptic mange mites, Sarcoptes scabiei. 10 dogs were evaluated 
in the study, and were determined to be infested with S. scabiei but not Demodex spp. There was 
no control group. Dogs were subject to mite counts via skin scrapings on days -2, 29, 60, and 90 
from 5 different body areas suspected ofbeing infested. Scrapes were made with a blade to that 
capillary oozing occurred. The scraping was transferred to a marked microscope slide containing 
mineral oil for examination for the presence of live mites. Clinical signs and extent of scabietic 
lesions on each dog were assessed on the days when scrapings were made, and classified via a 
qualitative scale for scales, and hair loss. Photographs were taken to assist in these qualitative 
assessments. An overall success rate was calculated by dividing the number of dogs with no live 
mites by the total number of dogs in the group and multiplying by 100. The study authors defined 
effectiveness as a success rate that was >F 900/o. 
(3) Mite presence was reduced to 10% on days 29 and 60, with 0% mite occurrence by day 90. 
The percent of dogs showing papules on skin decreased from 75% to 20% by day 90, and skin 
crusting was reduced similarly. Study authors conclude that since mite numbers were reduced by 
100% over the course of the study (along with the other clinical measurements), that the study 
should support claims against sarcoptic mange mites. 
(4) The primary reviewer points out that the lack of a control group is a deficiency, but that overall 
evidence of mite reduction is acceptable given the design of the study. The study is partially 
acceptable, and can be used to support an "aids in control" or "aids in treatment" claim for 
Sarcoptic mange. 

t. MRID 48240133 
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(1) non-GLP study 
(2) An in vitro laboratory study was conducted to evaluate the killing efficacy (speed of kill) for 
hair clipped from animals treated with a a pet collar--against brown dog tick, Rhipicephalus 
sanguineus. 2 predecessor studies were conducted where hair was clipped from treated animals 
from various parts ofthe animal's bodies. For this study, a chest hair sample was taken with a 
flumethrin content that was most equivalent to the mean group was chosen for a contact test to 
evaluate the onset of efficacy. Approximately 0.1g of each sample of the left and right chest were 
taken, weighed, and mixed; for both cats and dogs. 6 unfed adult ticks were counted into glass 
vials on SD -3 and kept in an incubator. On SD 0, the ticks were placed onto treated hair samples 
in petri dishes and kept in an incubator. Tick status was evaluated at 2, 6, 8, 12, 24, and 48 h after 
initial contact. The study was repeated at 7, 14, 21, 30, 59, 90, 120, 149, 181,210, and 240 days 
after initial animal treatment with the collar. Status was assessed by visual examination of the 
ticks reaction to a heating plate. Mortality was assessed and %Efficacy was calculated using 
Abbott's fonnula. 
(3) For dogs, all ticks were alive at the 2 h examination for every treatment duration. Efficacy 
reached 100% by the 6 hour examination for all treatment intervals through 210 days. At 240 
days, the efficacy did not exceed 90% until 12 hours of exposure had elapsed, but 83% efficacy 
was observed from 6-8h. For cats, all ticks were.alive at the 2 h examination for every treatment 



31

duration. Efficacy reached 100% by the 6 hour examination for all treatment intervals through 
210 days. At 240 days, the efficacy did not exceed 90% until8 hours of exposure had elapsed, but 
50% efficacy was observed at 6h. The study author argues that taking atactic ticks would not be 
able to attach to skin, overall efficacy in dog and cat hair exceeds 98% after 6 h exposure. 
(4) The primary reviewer points out that the lack of a control group is a deficiency, as efficacy was 
based upon comparisons with SD -1 data. The data supports the addition of R. sanguineus claims 
for dogs within 6 hours after initial efficacy has been obtained, and re-infesting ticks are controlled 
as quickly as 6 hours. Claims against ticks are supported for cats, but not for the 6 hour onset of 
activity. 

u. MRID 48240134 
This study contains data in support of an imidacloprid spot-on product that is not applicable to this 
submission. It is rated as supplemental. 

v. MRID 48240137 
This study contains data in support of an imidacloprid spot-on product that is not applicable to this 
submission. It is rated as supplemental. 

IV. RECOMMENDATIONS: 

(1) Labeling: 

(a) What pests and site/pest combinations may be added as follows to the label based on the submitted or cited 
data? 

For 8 month prevention and treatment ofticks, fleas, on dogs and cats. 
For 1 month prevention and treatment of lice on dogs 
Kills ticks within 48 hours of treatment or re-infestation 
Kills fleas within 24 hours of treatment or re-infestation 
Aids in control of flea larvae in pet's environment 
Kills lice on dogs 
Kills ticks within 6 hours ofreinfestation on dogs 
Kills re-infesting fleas (after initial 7 days) within 2 hours 

(b) What pests and site/pest combinations must be removed from the label? 

Claims against lice must not exceed 1 month 
Waterproof claims must be clarified as followed: 

-In order to maintain an 8 month control duration, dogs must not be bathed more than once per month 
-If dogs swim once per month, the control duration must be revised to 5 months 
-Water exposure (i.e. immersion, bathing, or prolonged exposure to rain) can only be once per month 

Tick claims for killing within 6 hours ofreinfestation on cats must be removed-the claim only is supported for 
dogs. 

(c) List changes to the directionsfor use: 

Remove the directions for killing roaches and ants ('in the environment') on page 2. 

(d) List changes to the optional marketing claims: 

Claims against lice must be limited to one month 
All claims related to '8 months' must be limited to fleas and ticks only. Other pests are not controlled for that 

Page 9 of 10 
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duration. 
All claims related to control of flea larvae in the pet's environment must be removed or revised to 'aids on 

control' for fleas in the pet's environment. This product does not provide efficacy as an area-wide/premise 
treatment against flea larvae. 

All disease claims must be deleted, unless the claim is stated "kills/controls xxx pest that may vector yyy." 
All claims of"breaking the flea life cycle" must be deleted. This claim implies efficacy against flea eggs and 

larvae similar to IGR products that are specifically designed to break the flea life cycle for months. This product 
does not have that level of efficacy against eggs and larvae. 

Page 10 oflO 
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t::'\ITEO STATES ENVIRO;o.;ME:\T,\L PROTECTIO:"' AGE~CY 
WASBI;\GTOI\:. D.C. !0460 

February 1, 2012 

OFFICE OF ('IIE\IIC.~I. SAFET\' 
\ '-lli'DU.I'TIO'- PR£\'f:'-TIO'-

OFFI( t: OF Pl"SIICI!lf: Plto<.OR.nls 
flEG!STR·\TlO:\ 1)1\'ISIO'- !7W~P) 

MEMORANDUM: Acute Toxicity Study and Waiver Request DERs for 11556-RLL 

Subject: Name of Pesticide Product: PNR1427 INSECTICIDE COLLAR 
EPA Reg. No./File Symbol: 11556-RLL 
DP Barcode: DP 385538 
Decision No.: 440307 
Action Code: RllO.O 
PC Codes: 129099 (lmidacloprid 

036007 (Flumetbrin: 96.2%) 

From: Byron T. Backus, Ph.D., Toxicologist 
Teclmical Review Branch 
Registration Division {7505P) 

G ~ 0 ...-Jl----,. 'M. 1, 1-ol 1.-

To: Be Wanda Alexander/Richard Gebken RM 10 
Insecticide Branch 
Registration Division (7505P) 

Registrant: BAYER HEALTH CARE LLC 

FORMULATION FROM LABEL: 

Active Ingredient(s): 
036007 Flumethrin' 
129099 Imidacloprid 
Other Ingredient(s): 

TOTAL 

*Trans Z-1/trans Z-2 ratio: max 66% trans Z-l and min 34% trans Z-2 

ACTION REQUESTED: The Risk Manager requests: 

bywt. 
4.5% 

10.0% 
85.5% 

100.0"/o 

«Please review attached acute toxicity studies submitted in support of a new end use product 
containing two active ingredients: one currently registered (imidacloprid) and a new active ingredient 
(flumethrin)." 

1 
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BACKGROUND: 

The material received for review includes waiver requests for acute oral toxicity, acute dermal 
toxicity, acute inhalation toxicity, and primary eye irritation (l\1R.IDs 48240102 through 48240105), as 
well as a primary dermal irritation study (in MRID 482401 06) and a dermal sensitization study 
(MRID 482401 07). This product is a collar (PNR1427 Insecticide, with an ingredient statement 
indicating that it contains 4.5% flumethrin and 10.0% imidacloprid); both ingredients are embedded in 
a plastic matrix. 

COMMENTS AND RECOMMENDATIONS: 

1. It is noted by TRB that although lmidaCloprid-containing fonnulations have been registered as cat 
and dog spot-ons, no Imidacloprid-containing collars have been registered, so this collar represents 
both a new use for Imidacloprid and a new active ingredient in Flumethrin. 

2. A contractor (Summitec Corporation) did the primary reviews on the waiver requests and acute 
toxicity studies, producing a DER for each; TRB did secondary reviews on the DERs, making 
revisions where appropriate. 

3. TRB concludes that, based on the nature of this product (a plastic collar for use on dogs and/or 
cats) and the relatively low release rates of the two active ingredients from the collar matrix, 
waivers are appropriate for the oral toxicity, dermal toxicity, inhalation toxicity and eye irritation 
studies. The remaining two reports (primary dermal irritation study in MRID 48240106 and 
dennal sensitization study in 48240107) have been classified as acceptable. 

4. The following is the acute toxicity profile for EPA File Symboi11556-RLL (PNRI427 
INSECTICIDE COLLAR), based on the considerations indicated above: 

Acute oral toxicity IV 
Acute dennal toxicity IV 
Acute inhalation toxicity IV 
Primary eye irritation 1 V 
Primary dermal irritation IV 
Dennal sensitization Not a sensitizer 

2 

Waived 
Waived 
Waived 
Waived 
Acceptable 
Acceptable 

MRID 48240 I 02 
MRID 48240103 
MRID 48240 I 04 
MRID 48240105 
MRID 48240 I 06 
MRID 48240107 
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5. Based on the acute toxicity profile above, and taking into consideration the proposed uses 
specified on the labe~ information in the CSF, and declaration of ingredients on the proposed 
label, the following would be the precautionary and first aid labeling for EPA File Symbolll556-
RLL as obtained from the Label Review System: 

PRODUCT ID #: 

PRODUCT NAME: 

011556-00155 

PNR1427 INSEC11CIDE 

PRECAUTIONARY STATEMENTS 
SIGNAL WORD: CAUTION 

Hazards to Humans: 

[The registrant has proposed the following: "Do not open package until ready to use. Do not allow children to 
play with the collar [or reflectors]. Avoid contact with eyes, skin or dothing. Wash thoroughly with soap and 
cold water after fitting the collar. People with sensitivity reactions to the ingredients of the collar should avoid 
contact with the collar. [Choking hazard. Contains small parts]. Do not place collar [or reflectors] in mouth. 
Not intended for use on humans." These statements are acceptable.] 

Hazards to Domestic Animals: 

[The statements proposed by the registrant are acceptable (refer to http://www.epa.gov/PR Notices/or96-
6.html). It is noted that the minimum ages (not to be used on puppies under seven weeks of age or kittens 
under ten weeks of age) are supported by the puppy and kitten studies in MRIDs 48240110 and 48240111, 
respectively (refer to the TRB review for 11556-155 dated January 27, 2012). 

First Aid: 

[No statements required; registrant has the option of using Toxicity Category III statements]. 

6. The CSF (dated 8/25/20 10) for EPA File Symbol 11556-RU should also be reviewed and 
accepted by the TRB Chemistry Team. 

3 
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DATA EVALUATION RECORD 

CYCLOPROPANECARBOXYLJC ACID 
[PNR 1427] 

STUDY TYPE: ACUTE ORAL TOXICITY. RAT [OPPTS 870.1100; m:CD 425] 
ACUTE DERMAL TOXICITY· RAT [OPPTS 870.1200; OECD 402] 
ACUTE INHALATION TOXICITY· RAT [OPPTS 870.1300; OECD 403) 
ACUTE EYE IRRITATION· RABBIT )OPPTS 870.2400; OECD 405] 
ACUTE DERMAL IRRITATION· RABBIT JOPPTS 870.2500; OECD 404] 
DERMAL SENSITIZATION· GUINEA PIG )OPPTS 870.2600; OECD 406] 

MRID: 48240102,48240103, 48240104,48240105,48240106, and 48240107 

Primary Reviewer: 
Donna L. Fefee. D.V.M. 

Secondary Reviewers: 

Prepared for 
Registration Division 

Office of Pesticide Programs 
U.S. Environmental Protection Agency 

One Potomac Yard 
2777 South Crystal Drive 

Arlington, VA 22202 

Prepared by 
Summitec Corporation 

9724 Kingston Pike, Suite 602 
Knoxville, Tennessee 37922 

Task Order No. 3~B-37 

Signature: ha....... L(I:L £L 
Date: -~--'=L_""f1=..,:~:...:::::.:.:_ 

Thomas C. Marshall, Ph.D., D.A.B.T. Signature: J~ (,~ • .1( 2.. 
Date: ~ .I!IL tl ~ c 

(l \\ - "'""t \..,~. "• A,/'\ 
~-- \..... irJ ---

Signature: • l 
5 

21)1
1 Date: JO[ 

~~~~ture: *~jif(if,¢-
Robert H. Ross. M.S .. Program Manager 

Quality Assurance: 
Jennifer Goldberg. B.S. 

Disclaimer 

This review may have been altered subsequent to the contractor's signalures above. 
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EPA Reviewer: Bvron T. Backus, Ph.D. Date: January 31,2012 
Risk Manager (EPA): I 0 

STUDY TYPE: Acute Oral Toxicity· Rat; OPPTS 870.1100; OECD 425 

TEST MATERIAL: PNR1427lnsecticide (lrnidacloprid [10% w/w] + Flumethrin [4.5% w/w]); 
solid collar. 

CITATION: Chopade, H. (2010) Request for waiver from the requirement of acute oral toxicity 
study· PNR1427 Insecticide. Study Number 33854. Unpublished study prepared by Bayer 
Health care LLC, Animal Health Division, Shawnee Mission, Kansas. August 31, 201 0. MRID 
48240102. 

SPONSOR: Bayer Healthcare LLC, Animal Health Division, 12707 W. 63rd Street, Shawnee 
Mission, Kansas 

EXECUTIVE SUMMARY: Bayer Healthcare LLC, Animal Health Division requests a waiver from 
the requirement for an acute oral toxicity study (OPPTS 870.1100; OECD 425). The request is based 
on the foJlowing: 

The formulation is a solid that contains highly hydrophobic inert ingredients along with active 
ingredients that have low water solubilities. The study author states that it is therefore impractical to 
obtain a solution or suspension of the formulation in water, corn oil, or other vehicles commonly used 
for dosing solids in an acute toxicity study. 

According to the study author, U.S. EPA representatives (B. Backus and B. Alexander) considered 
this waiver request to be reasonable but requested that Bayer Healthcare LLC, Animal Health 
Division include information on the release rate of the active ingredients from the collar in the 
justification for the waiver. 

Release rates of active ingredients are given in the following representative Companion Animal Safety 
Studies: 

MR!Ds 4824018 + 48674702 (61-day study with adult cats; refer to DP 385560 + DP 396978): One 
collar group: 347.82 mg lmidacloprid and 98.72 mg Flumethrin (equals dosage rates of89.93 mg 
lmidaclopridlkg and 25.15 mg Flumethrin/kg or 1.474 mg lmidaclopridlkglday and 0.412 mg 
F1umethrinlkg/day). 

MR!Ds 48240109 + 48674701 (61-day study with adult cats; refer to DP 385560 + DP 396978): One 
collar group: 971.79 mg lmidacloprid and 224.93 mg Flumethrin (equals dosage rates of 83.42 
Imidaclopridlkg and 19.09 mg F1umethrin/kg or 1.368 mg Imidacloprid/kg/day and 0.313 mg 
Flumethtinlkg/day). 

MRiD 48240110 (180-day study with puppies; collars were replaced on days 29, 90, 125, and 148; 
refer to DP 385560 + DP 396978): One collar group: 219.14 mg lmidac[oprid and 51.74 mg 
Flumethrin in the period from Days 0 to 29 (equals dosage rates of76.98 mg Imidacloprid and 18.69 
mg F1umethrinlkg or 2.654 mg Imidaclopridlkg/day and 0.644 mg F1umethrinlkg/day). 

5 
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MRID 48240lll (!80-day study with kittens; collars were replaced on days 29, 90, 125 and 149; refer 
to DP 385560 + DP 396978): One collar group: 182.81 mg lmidac1oprid and 12.69 mg Flumethrin in 
the period from Days 0 to 29 (equals dosage rates of 123.42 mg Imidacloprid/kg and 8.51 mg 
F1umethrinlkg or 4.256 mg lmidaclopridlkg/day and 0.293 mg F1umetbrinikg/day). 

The label for PNRI427 Insecticide indicates the Flumethrin Trans Z-1/trans Z-2 ratio: max 66% trans 
Z-1 and min 34% trans Z-2. From MElD 48240203 the rat oral LDSO value for Flumethrin technical 
(59.9% trans-Zl-isomer and 40.1% trans-Z2- isomer) is 175 mg/kg (1/3 rats dosed at this level died) 
with a 95% P.L. confidence limit of 42.89 to 104 mglkg. The dosage rates given above range from 
0.293 to 0.644 mg F1urnethrinlkg/day; the 0.644 mg corresponds to a cumulative dosage of 18.69 
mglkg given over a 29-day period, or 10.7% of the 175 mglkg for a single dose LD50. 

The LDSO for technical (75%) 1midacloprid is 424 mg!kg for male rats and 450-475 mg/kg for 
females (refer to MRID 42055331, TXR 0011070). The maximum cumulative dosage in the 61-day 
studies was 89.93 mg Imidaclopridlkg, or 21.2% of the 424 mg/kg for a single dose LD50. 

The following is from a TRB review dated December 29, 2011 for 11556-RLL (DP 392118; TXR 
5013553): 

The dosage rates from a -10 g cat collar containing -10% 1midacloprid and -4.5% Flumethrin were 
the following: 

Short-term (28-91 day) Cat & Kitten Studies: 1nridacloprid: Mean dosage rate~ 1.88 mg/kg/day 
(range: 0.71-3.72 mg!kg/day). F1umethtin: Mean dosage rate= 0.19 mg/kg/day (range: 0.05-0.44 
mg/kg/day). 

Long-term (238-245 day) Cat Studies: Imidacloprid: Mean dosage rate= 0.46 mg/kglday (range: 
0.33-0.60 mg/kg/day). F1urnetbrin: Mean dosage rate= 0.088 mg!kg/day (range: 0.06-0.12 
mg/kg/day). 

The dosage rates from a -35 g dog collar containing -1 00/o Imidacloprid and -4.5% Flumethrin were 
the following: 

Short-term (23-91 day) Dog & Puppy Studies: 1midacloprid: Mean dosage rate= 1.49 mg/kg/day 
(range: 0. 70-2.44 mg/kg/day). F1umethrin: Mean dosage rate= 0.24 mg!kg/day (range: 0.07-0.42 
mg/kg/day). 

Long-term (238-245 day) Dog Studies: Imidacloprid: Mean dosage rate= 0.42 mg/kg/day (range: 
0.33-0.52 mg/kg/day). Flumethrin: Mean dosage rate= 0.12 mg/kg/day (range: 0.09-0.!8 mg/kg/day). 

Based on the relatively low rates of release of these actives (and particularly the very slow release of 
flumethrin), TRB concludes that the acute oral LD50 toxicity study for this collar can be waived, and 
that it can be assigned to EPA Toxicity Category IV by this exposure route. 

COMPLIANCE: Signed and dated GLP and Data Confidentiality statements were provided. 

6 
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EPA Reviewer: Byron T. Backus, Ph.D. Date: January 31,2012 
Risk Manager (EPA): 10 

STUDY TYPE: Acute Dermal Toxicity- Rat; OPPTS 870.1200; OECD 402 

TEST MATERIA!,: PNR1427lnsecticide (lmidacloprid [10% w/w] + F1umethrin [4.5%w/w]); 
solid collar. 

CITATION: Chopade, H. (2010) Request for waiver from the requirement of acute dermal toxicity. 
Study Number 33855. Unpublished study prepared by Bayer HealthCare LLC, Animal Health 
Division, Shawnee Mission, Kansas. August 31, 2010. MRID 48240103. 

SPONSOR: Bayer Healthcare LLC, Animal Health Division, 12707 W. 63rd Street, Shawnee 
Mission, Kansas 

EXECUTIVE SUMMARY: Bayer Healthcare LLC, Animal Health Division requests a waiver from 
the requirement for an acute dennal toxicity study (OPPTS 870.1200; OECD 402). The request is 
based on the following: 

The formulation is a solid that contains highly hydrophobic inert ingredients along with active 
ingredients that have low water solubilities. This, along with the fact that it is difficult to pulverize 
the collar into a fine powder, would make it difficult to properly moisten the ground material v.ith a 
suitable vehicle in order to maintain the contact with the test animals' skin. 

The same rate of release arguments for the active ingredients considered in the oral LDSO waiver can 
also be applied to this situation. 

Based on the relatively low rates of release of these actives (and particularly the very slow release of 
flumethrin), TRB concludes that the acute dermal LDSO toxicity study for this collar can be waived, 
and that it can be assigned to EPA Toxicity Category IV by this exposure route. 

COMPLIANCE: Signed and dated GLP and Data Confidentiality statements were provided. 
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EPA Reviewer: Byron T. Backus, Ph.D. Date: January 31,2012 
Risk Manager (EPA): I 0 

STUDY TYPE: Acute Inhalation Toxicity- Rat; OPPTS 870. 1300; OECD 403 

J'EST MATERIAL: PNRI427 Insecticide (Imidacloprid [10% wlw] + Flumethrin [4.5% wlw]); 
solid collar. 

CITATION: Chopade, H. (201 0) Request for waiver from the requirement of acute inhalation 
toxicity study- PNR1427 Insecticide. Study Number 33856. Unpublished study prepared by Bayer 
HealthCare LLC, Animal Health Division, Shawnee Mission, Kansas. August 3 I, 20 I 0. MRID 
48240104. 

SPONSOR: Bayer Healthcare LLC, Animal Health Division, 12707 W. 63rd Street. Sha'NJ'Iee 
Mission. Kansas 

EXECUTIVE SUMMARY: Bayer Healthcare LLC, Animal Health Division requests a waiver from 
the requirement for an acute inhalation toxicity study (OPPTS 870.1300; OECD 403). The request is 
based on the following: 

The end use formulation is a solid plastic that is difficult to pulverize into a fme powder. and it also is 
not volatile. It was not possible to grind the material fmely enough or suspend the material in the air. 

The reviewer agrees that non-volatile products that cannot be readily aerosolized (e.g. plastic, viscous 
liquids, waxes, and resins) and that are not heated or diluted to an inhalable state during use or 
application are appropriate candidates for an inhalation waiver. 

The reviewer recommends that this waiver be granted. 

COMPLIANCE: Signed and dated GLP and Data Confidentiality statements were provided. 

8 
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EPA Reviewer: Bvron T. Backus. Ph.D. Date: February I, 2012 
Risk Manager (EPA): 10 

STUDY TYPE: Primary Eye Irritation- Rabbit; OPPTS 870.2400; OECD 405 

TEST MATERIAL: PNR14271nsecticide (lmidacloprid [10% wlw] + Flumethrin [4.5% wlw]); 
solid collar. 

CITATION: Chopade, H. {201 0) Request for waiver from the requirement of acute eye irritation 
toxicity study- PNR1427 Insecticide. Unpublished study prepared by Bayer HealthCare LLC, 
Animal Health Division, Shawnee Mission, Kansas. August 31, 2010. MRJD 48240105. 

SPONSOR: Bayer Healthcare LLC, Animal Health Division, 12707 W. 63rd Street, Shawnee 
Mission, Kansas 

EXECUTIVE SUMMARY: Bayer Healthcare LLC, Animal Health Division requests a waiver from 
the requirement for a primary eye initation study (OPPTS 870.2400; OECD 405). The request is 
based on the following: 

The formulation is a solid that is difficult to pulverize into a fine powder. It also contains highly 
hydrophobic inert ingredients along with active ingredients that have low water solubilities. These 
properties would make it difficult to dissolve or suspend the coarsely pulverized material in a suitable 
vehicle and accurately measure 100 mg or 0.1 mL. 

The Agency recommended use of a cryogenic grinding method for one of the TGAI (Flumethrin). 
The results of this study (from MRID 48240211 the technical Flumetbrin remained a powder at low 
temperature, but reverted to a glassy substance when brought to room temperature; see TRB review 
TXR 5013525 dated December 6, 2011) indicated that it was impractical to use this methodology to 
conduct an eye irritation study. 

A primary eye irritation study (in MRID 42055334) conducted on technical {75%) Imidacloprid (refer 
to TXR 0011070) demonstrated it is in EPA Toxicity Category IV by this exposure route. 

ln addition, this formulation is a plastic collar, and the actives are embedded in and released only 
slowly from the matrix. 

Based on the above considerations, TRB concludes that a waiver for the eye irritation study is 
appropriate. The formulation (a dog or cat collar) can be assigned to EPA Toxicity Category IV by 
this exposure route. 

COMPLIANCE: Signed and dated GLP and Data Confidentiality statements were provided. 

9 
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EPA Reviewer: Byron T. Backus, Ph.D. Date: January 30, 2012 
Risk Manager (EPA): 10 

STUDY TYPE: Primary Dermal Irritation· Rabbit; OPPTS 870.2500; OECD 404 

TEST MATERIAL: PNR 1427; 9.96% Imidacloprid, 4.35% Flumethrin; Lot No.: KP05KF6; EPSL 
Reference No.: 090626-2R; Gray solid collar; pH: not available; expiration date: December 1, 2009; 
stored at room temperature; found to be stable for the duration of testing. 

CITATION: Durando, J. (2009) PNR 1427: primary skin irritation study in rabbits. Study Number 
27805. Unpublished study prepared by Eurofins I Product Safety Laboratories, Dayton, New Jersey. 
September 30,2009. MRID 48240!06. 

SPONSOR: Bayer Healthcare LLC, Animal Health Division, 12707 W. 63rd Street, Shawnee, 
Kansas 

EXECUTIVE SUMMARY: In a primary dermal irritation study (MR!D 48240 I 06), two male and 
one female, young adul4 New Zealand albino rabbits were dermally exposed for 4 hours to l"xl" 
pieces ofPNR 1427 (9.96% lmidacloprid, 4.35% Flumethrin; Lot #KP05KF6) moistened with 0.1 mL 
of distilled water. The doses were applied to intact, clipped, 6~cm2 application sites on the trunk and 
covered by a 4-ply gauze pad secured with semi-occlusive 3-inch Micropore tape wrapped around the 
trunk. The animals were observed at 30-60 minutes and 24, 48, and 72 hours after patch removal, and 
any irritation at the dose sites was scored according to Draize. The animals were supplied by 
Robinson Services Inc., Clemmons, North Carolina; the body weights and exact ages of the animals 
were not provided. 

There were no observations of edema. At 30~60 minutes after patch removal, all treated sites 
exhibited very slight erythema (score= I). At 24 hours, very slight erythema remained present on one 
site but had resolved on the other two sites. At 48 and 72 hours, all sites were clear of erythema, 
edema, and/or other changes to the skin. No abnonnal systemic clinical signs were r~orted. 

In this study, the primary Irritation Index (PII) is 0.33, and the formulation is a slight irritant. 
PNR 1427 is classified as EPA Toxicity Category IV for primary dermal irritation. 

This study is classified as Acceptable. It does satisfY the guideline requirement for a primary skin 
irritation study (OPPTS 870.2500; OECD 404) in the rabbit. 

COMPLIANCE: Signed and dated GLP, Quality Assurance, and Data Confidentiality statements 
were provided. 
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RESULTS and DISCUSSION: 

INDIVIDUAL SKIN IRRITATION SCORES IERYTHEMAIEDEMAl 
Hours after atch removal 

Animal No. Sex I 24 48 72 
3501 M 110 0/0 0/0 0/0 
3502 M 1/0 0/0 0/0 0/0 
3503 F l/0 1/0 0/0 0/0 

SeveritY of Irritation ~Mean Score 1.00/0.00 0.33/0.00 0.00/0.00 0.00/0.00 

A. Observations: There were no observations of edema. At 30-60 minutes after patch removal, all 
treated sites exhibited very slight erythema (score= I). At 24 hours, very slight erythema remained 
present on one site but had resolved on the other two sites. At 48 and 72 hours, all sites were clear of 
erythema,. edema, and/or other changes to the skin. No abnormal systemic clinical signs were 
reported. 

B. Results: The PDil is 0.33. 

C. Reviewer's Conclusions: In agreement with the study author, the test material is a slight irritant. 
The test material is classified as EPA Toxicity Category IV. 

D. Deficiencies: As a minor deficiency, the ages of the animals were not provided. 

11 
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EPA Reviewer: Byron T. Backus, Ph.D. Date: January 30, 2012 
Risk Manager (EPA): 10 

STUDY TYPE: Dermal Sensitization- Guinea Pig; OPPTS 870.2600; OECD 406 

TEST MATERIAL: PNR 1427; 9.96% lmidacloprid, 4.35% Flumethrin; Lot No.: KP05KF6; EPSL 
Reference No.: 090626-2R; Gray solid collar; pH: not available; expiration date: December l, 2009; 
stored at room temperature; found to be stable for the duration of testing. 

CITATION: Durando, J. (2009) PNR 1427: dermal sensitization study in guinea pigs {Buehler 
method). Study Number 27806. Unpublished study prepared by Eurofms I Product Safety 
Laboratories, Dayton, New Jersey. October 12,2009. MRID 48240107. 

SPONSOR: Bayer Healthcare LLC, Animal Health Division, 12707 W. 63rd Street, Shawnee, 
Kansas 

EXECUTIVE SUMMARY: In a dermal sensitization study (MRID 48240 I 07), twenty young adult, 
male, Hartley albino guinea pigs were tested with PNR 1427 (9.96% hnidacloprid, 4.35% Flumethrin; 
Lot #KPOSKF6) using the Buehler method. For induction and challenge the test material was applied 
as a 20-22 mm circle {cut from the solid material), moistened with 0.1 mL of distilled water and held 
in place with non-allergenic Durapore adhesive tape. A separate nal"ve control group often males was 
treated during challenge only. The animals were supplied by Elm Hill Breeding Labs, Chelmsford, 
Massachusetts and weighed 302~400 g; exact ages of the animals were not reported. 

No positive dermal reactions were seen following challenge. No abnormal systemic clinical signs 
were reported, and all of the animals gained weight over the course of the study. 

Based on this study, PNR 1427 is not a dermal sensitizer. 

This study is classified as acceptable. It does satisfy the guideline requirement for a primary dennal 
sensitization study (OPPTS 870.2600; OECD 406) in the Guinea pig. 

COMPLIANCE: Signed and dated GLP, Quality Assurance, and Data Confidentiality statements 
were provided. 

I. PROCEDURE 

A. Induction: The dorsal area and flanks of the animals were clipped one day prior to each treatment. 
For each of three successive weekly inductions, a 20-22 mm circle (cut from the solid test material) 
moistened with 0.1 mL of distilled water was applied to the left side of each animal and secured in 
place with adhesive tape wrappings for six hours. Reactions were scored 24 and 48 hours post 
application. 

B. Challenge: Twenty-seven days after the ftrst induction, the test animals were challenged with a 
20-22 mm circle (cut from the solid test material) moistened with 0.1 mL of distilled water, applied to 
naive sites on the right side of each animal for 6 hours using the same procedure as described for 
induction. Reactions were scored 24 and 48 hours post application. 
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C. Naive Controls: At challenge, a separate "naive" group often previously untreated animals was 
also treated with a 20-22 mm circle (cut from the solid test material) moistened with 0.1 mL of 
distilled water. Reactions were scored 24 and 48 hours post application. 

II. RESULTS and DISCUSSION: 

A. Reactions and duration: No erythema was seen at any dose site, following induction or 
challenge. 

B. Positive control: The study report included the results from a positive control study with alpha
Hexylcinnamaldehyde (EPSL Study#27592, completed on June 26, 2009). The positive control study 
was conducted within six months of the submitted study, and the study author stated that the induction 
and challenge procedures used in both studies were similar. The reviewer considers the results to be 
appropriate. 

C. Reviewer's Conclusions: In agreement with the study author, the test material is not a dermal 
sensitizer. 

D. Deficiencies: According to minutes taken during a teleconference between representatives of 
Bayer Healthcare LLC, Animal Health Division and representatives of the U.S. EPA (provided in 
MRIDs 48240102,48240103,48240104, 48240105), a U.S. EPA respresentative requested that a 
dermal sensitization be conducted using ground collar material. The current study instead used cut 
pieces of the collar with no explanation provided. As a minor deficiency, the ages of the animals were 
not provided. 

13 
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ACUTE TOX ONE-LINERS: 

1. DP BARCODE: 385538 
2. PC CODES: 129099, 036007 
3. CURRENT DATE: February 1, 2012 
4. TEST MATERIAL: PNR 1427 9.96% lmidaclo rid, 4.35% Flumcthrin; Lot #KP05KF6) 

Study/Species/Lab MRID Results Tox. Core 
Study# /Date Cac Grade 

Acute oral toxicity I rat 48240102 Waiver Recommended IV w 
Bayer HealthCare LLC, Animal 

Health Division 
Study #33854/ August 31, 2010 
Acute dermal toxicity I rat 48240103 Waiver Recommended IV w 
Bayer HealthCare LLC, Animal 

Health Division 
StudY #33855/ August 31, 2010 
Acute inhalation toxicity I rat 48240104 Waiver Recommended· IV w 
Bayer HealthCare LLC, Animal 

Health Division 
Stu_t#y#33856/ August 31, 20 I 0 
Primary eye irritation I rabbit 48240105 Waiver Recommended. IV w 
Bayer HealthCare LLC, Animal 

Health Division 
Study#33857/ Au.e;ust 31,2010 
Primary dennal irritation /rabbit 48240106 Slight irritant; Pll 0.33 IV A 
Eurofins I Product Safety 

Laboratories 
Study #27805 I September 30, 2009 
Dennal Sensitization /guinea pig 48240107 Not a sensitizer -- A 
Eurofms I Product Safety 

Laboratories 
Study #27806/ October 12, 2009 
Core Grade Key: A A«eptable, S- Supplementary, U Unacceptable, W Wan•ed 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, D.C. 20460 

OffiCE Of CHE:'IHCAL SAFETY 
A:\"DPOLLl'TION PREVENTION 

OFFICE OF PESTICIDE PROGRAMS 
REGISTRATIO:'\ OIVISIOI'\ (750SP) 

December 29, 2011 

MEMORANDUM: IMIDACLOPRID 10%/FLUMETHRIN 4.5% DOG & CAT COLLARS: 

Subject: 

DOSAGE AND RELEASE RATES OF ACTIVES 

Name of Pesticide Product: 
EPA Reg. No. /File Symbol: 
DP Barcode: 
Decision No.: 
Action Code: 
PC Code: 

PNRI427 INSECTICIDE 
11556-RLL 
DP 392118 
440307 
RI 10.0 

From: 

036007 (Flumethrin: 4.5%) 
129099 (Imidacloprid: 10.0%) 

n '~' n ,...._.lL.---, 
Byron T. Backus, Ph.D., Toxicologist ~~ ' j . . 1.-7 1.-C> l \. Technical Review Branch l 1..-
Registration Division (7505P) t-(/ 1 , J. . ft. -/> · 

~~ 
To: Be Wanda Alexander/Richard Gebken RM 10 

Registrant: 

Insecticide Branch 
Registration Division (7505P) 

BAYER HEAL THCARE LLC 

FORMULATION FROM LABEL: 

Active Ingredient(s): 
036007 Flumethrin 
129099 Imidacloprid 
Other Ingredient(s): 

TOTAL 

I 

by wt. 
4.5% 

10.0% 
85:5% 

100.0% 
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Action Requested: The Risk Manager requests a review ofMRlD 482401~40, a 117-page document 
summarizing dosages and release rates of imidacloprid and flumethrin from a number of cat and dog 
collar studies. 

COMMENTS AND RECOMMENDATIONS: 

The following is the executive summary for the review compilation in MRID 48240140: 

The material in MRID 48240140 represents the compilation of release rates in a series of studies of 
the two active ingredients from cat and dog collars containing~ 10% Imidacloprid and -4.5% 
Flumethrin. Collars were weighed, then worn by cats or dogs for varying periods of time, after which 
they were weighed and analyzed for content of the two active ingredients. 

The dosage rates from a -10 g cat collar containing -10% Imidacloprid and -4.5% Flumethrin were 
the following: 

Short-term (28-91 day) Cat & Kitten Studies: lmidacloprid: Mean dosage rate~ 1.88 mg/kg/day 
(range: 0.71-3.72 mg/kg/day). F1umethrin: Mean dosage rate~ 0.19 mg/kg/day (range: 0.05-0.44 
mg/kg/day). 

Long-term (238-245 day) Cat Studies: hnidacloprid: Mean dosage rate ~ 0.46 mg/kg/day (range: 
0.33-0.60 mg/kg/day). F1umethrin: Mean dosage rate~ 0.088 mg/kg/day (range: 0.06-0.12 
mg/kg/day). 

The dosage rates from a -35 g dog collar containing -10% Irnidacloprid and -4.5% Flumethrin were 
the following: 

Short-term (23-91 day) Dog & Puppy Studies: hnidacloprid: Mean dosage rate~ 1.49 mg/kg/day 
(range: 0.70-2.44 mg/kg/day). Flumethrin: Mean dosage rate~ 0.24 mg/kg/day (range: 0.07-0.42 
mg/kg/day). 

Long-term (238-245 day) Dog Studies: hnidacloprid: Mean dosage rate ~ 0.42 mg/kg/day (range: 
0.33-0.52 mg/kg/day). Flumethrin: Mean dosage rate~ 0.12 mg/kg/day (range: 0.09-0.18 mg/kg/day). 

This report is classified as acceptable (Non~Guideline). lt provides useful information regarding the 
rates of release of the two active ingredients from a collar containing -10% Imidacloprid and -4.5% 
Flumethrin and the exposure to cats and dogs wearing this collar. 
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Reviewer: Byron T. Backus, Ph.D. Date: December 29, 2011 
Risk Manager (EPA): 10 

STUDY TYPE: Active 'Release Rates from Cat & Dog Collars (Non-Guideline) 

TEST MATERIAL: Collars containing~ 10% Imidacloprid and ~4.5% Flurnethrin 

CITATION: Stanneck, D. (20 1 0) Dosage of the Imidacloprid 10% Flumethrin 4.5% Collar and 
Release of the Active Ingredients over Time in Cats and Dogs: Review Compilation. Project Number: 
35992, PNR1427. Unpublished study prepared by Bayer HealthCare, LLC. 120 p. June 28,2010. 
MRID 48240140. 

SPONSOR: Bayer HealthCare, LLC 
Animal Health Division 
P.O. Box 390 
Shawnee Mission, KS 66201-0390 

EXECUTIVE SUMMARY: 

The material in MRID 48240140 represents the compilation of release rates in a series of studies of 
the two active ingredients from cat and dog collars containing~ 10% Imidacloprid and ~4.5% 
Flumethrin. Collars were weighed, then worn by cats or dogs for varying periods oftime, after which 
they were weighed and analyzed for content of the two active ingredients. 

The dosage rates from a~ 10 g cat collar containing -10% Imidacloprid and ~4.5% Flumethrin were 
the following: 

Short-term (28-91 day) Cat & Kitten Studies: Irnidacloprid: Mean dosage rate= 1.88 mglkg/day 
(range: 0.71-3.72 mglkg/day). Flumethrin: Mean dosage rate= 0.19 mg/kg/day (range: 0.05-0.44 
mg/kg/day). 

Long-term (238-245 day) Cat Studies: lmidacloprid: Mean dosage rate= 0.46 mg/kg/day (range: 
0.33-0.60 mg/kg/day). Flumethrin: Mean dosage rate= 0.088 mg/kgiday (range: 0.06-0.12 
mglkg/day). 

The dosage rates from a ~35 g dog collar containing ~1 0% Irnidacloprid and ~4.5% Flumethrin were 
the following: 

Short-term (23-91 day) Dog & Puppy Studies: Imidacloprid: Mean dosage rate= 1.49 mglkg/day 
(range: 0.70-2.44 mglkg/day). Flumethrin: Mean dosage rate= 0.24 mg/kg/day (range: 0.07-0.42 
mglkg/day). 

Long-term (238-245 day) Dog Studies: lmidacloprid: Mean dosage rate= 0.42 mg/kg/day (range: 
0.33-0.52 mg/kg/day). Flumethrin: Mean dosage rate= 0.12 mg/kg/day (range: 0.09-0.18 mglkg/day). 
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This report is classified as acceptable (Non~Guideline). It provides useful information regarding the 
rates of release of the two active ingredients from a collar containing~ 10% Imidacloprid and ~4.5% 
Flumethrin and the exposure to cats and dogs wearing this collar. 

COMPLIANCE: Signed and dated GLP (noting that this study was not conducted in full compliance 
with GLP standards), and Data Confidentiality statements were provided. There is no Quality 
Assurance Statement (presumably because this report represents a review compilation). 

RESULTS: 

Collars were weighed, then worn by cats or dogs for varying periods of time, after which they were 
weighed and analyzed for content of the two active ingredients. 

Cat studies: 

Dosage rates in cat studies (from Table 5 on p. 8 of MRID 48240 140): 

Study Number Breed & (body weight Study Duration lmidacloprid Flumethrin exposure 
range in kg) (Doys) exposure (mg/kglday) (mgikg/doy) 

146.266 DSH (3.3-5.1) ' 7.36 0.18 
7 4.73 0.18 
14 3.03 0.23 
28 2.08 0.12 
56 1.44 0.10 
84 1.13 0.18 

146.164 DSH (2.3-5.1) 30 3.04 0.44 
238 0.56 0.12 

146.303 DSH (3.7-4.7) 238 0.39 0.06 
146.159 Mix (2.1-4.7) 60 1.27 0.20 
152.152 DSH 2.8~5.3) 61 1.62 0.32 
152.150 DSH kittens (0.97- 30 3.72 0.20 

1.26 study day 0) 60 1.91 0.14 
146.747 DSH (3.6~5.7) 28 0.71 0.05 
146.156 DSH (2.8-5.3) 238 0.42 0.07 
146.045 DSH (3.8-7.0) 241 0.33 0.10 
146.155 DSH (2.7- 240 0.60 0.09 

There are two mechanisms by which an active can be released from a collar: 1) Simple wear, and 2) 
Diffusion from the matrix. An approximation of the amount of an active released from wear can be 
calculated by: weight loss -(amount of imidacloprid lost+ amount of flurnethrin loss)= amount of 
plastic lost. Then: (amount of plastic lost)/[1- (original percentage ofimadocloprid +original 
percentage of flumethrin)] =total amount lost by wear. Then: (total amount lost by wear) x (original 
percentage of imadocloprid) = amount of imidacloprid lost by wear , and: (total amount lost by wear) 
x (original percentage of flurnethrin) =amount of flurnethrin lost by wear. The table below shows 
that for the cat collar most of the imidacloprid is released by diffusion (the total amount released by 
wear is approximately 10-14% for 28 days and about 42% for 240 days), while most ofthe flurnethrin 
is released by wear (the mean total percentage released by wear in the 5 cat studies below which ran 
for 238-241 days is 99.46%). 
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Study Body Study Mean Plastic Amount Amount of Amount in mg Amount in mg 
Number weight Duration collar weight of flumethrin of of flumethrin 

range in (Days) weight loss (mg) lmidaclo released imidacloprid released by 
kg loss (mg) prid (mg) released by wear(% total 

released wear and% released) 
(mg) total 

146.156 3.2-5.4 238 2024.44 1518.97 433.1 72.37 179.64141.48) 80.04 (II 0.6 
146.164 2.56-4.22 30 1198.75 860.75 295.58 42.43 I 00.67 (34.06) I 45.30 (106.8) 

2.28-5.14 240 2160.0 1634.56 435.3 90.14 191.18 (43.92) 86.03 (95.44) 
146.159 2.4-4.7 60 907.33 634.99 235.60 36.74 72.61 (30.82) 33.34 (90.75) 
146.303 3.7-4.7 238 1798.75 1340.35 394.45 63.95 158.52 (40.19) 70.63 (II 0.44) 
146.747 3.6-5.7 28 458.75 239.71 205.34 13.7 27.38 (13.33) 12.29 (89.73) 
146.266 3.5-4.1 2 33.33 N.V. 54.67 1.53 N.C. N.C. 

3.4-5.1 7 133.33 16.36 109.0 7.97 1.93 (1.77) 0.86 (10.82) 
3.4-5.1 14 266.67 103.57 149.5 13.60 12.25 (8.19) 5.46 (40.13) 
3.4-5.1 28 366.67 160.01 195.53 11.13 18.92 (9.68) 8.43 (75.75) 
3.5-5.1 56 633.33 344.69 266.87 21.77 40.77 (15.28 18.16 (83.43) 
3.3-3.7 84 1000.00 648.2 312.4 39.40 76.66 (24.54) 34.16 (86.69) 

146.045 4.6-6.0 241 2197.0 1656.37 411.21 129.42 195.89 (47.64) 87.28 (67.44 
146.155 2.5-3.6 240 1804.0 1334.52 407.48 62.00 157.83 (38.73) 70.32 (113.42) 
146.100 2.38-5.8 226" 1502.5" 1294.77" 177.54a 30.19" I 33.98 i19.14) 30.59(101.31) 

2.58-3.36 226 1696.25 1315.76 349.89 30.60 70.93 (20.27) 31.92(104.31 
2.28-4.36 226° 1725.0° 1402.13c 297.44° 25.43c 159.79 (53.72) 35.95 (141.37) 

Data calculated from mformatwn (Tables) on p. 36, 37, 38, 39, 40, 41,42 

aCollar supposedly contained 2.5% 1midacloprid and 2.25% Flumethrin and this reviewer's calculations above are based 
on that composition; however, column 6 of the Table on p. 44 ofMRlD 48240140 indicates the collar contained 10.1% 
1midacloprid and column 7 indicates it contained 4.5% Flumethrin. 

bCollar supposedly contained 5.0% lmidacloprid and 2.25% Flumethrin and this reviewer's calculations above are based 
on that composition; however, column 6 of the Table on p. 44 ofMRID 48240140 indicates the collar contained 10.1% 
lmidacloprid and column 7 indicates it contained 4.5% Flumethrin. 

cCollar supposedly contained 10.0% lmidacloprid and 2.25% Flumethrin and this reviewer's calculations above are based 
on that composition; however, column 6 of the Table on p. 44 ofMRID 48240140 indicates the collar contained 10.1% 
imidacloprid and column 7 indicates it contained 4.5% Flumethrin. 
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Dog studies: 

Dosage rates in dog studies (from Table 6 on p. 8 ofMRID 48240140): 

Study Number Breed & {body weight Study Duration 
iooy') 

lmidacloprid 
exposure {m_0kg/day) 

Flumethrin exposure 
range in kg) (mg/kglday) 

146.165 Mongrel (11.6-19.4) 30 1.62 0.20 
238 0.33 0.11 

146.306 Beagle (9.4-13 .6) 238 0.52 0.18 
146.161 Mix {8.4-20.2) 60 0.89 0.07 
152.151 Beao-le {8.7-13.4) 60 1.37 0.15 
152.149 Beagle puppies (1.5- 23 2.44 0.36 

2.9 on study day 0) 30 2.21 0.42 
60 0.97 0.28 

146.737 Beagle (8. 7-11.7) 28 2.25 0.20 
146.158 Beagle {8.8-12.8) 245 0.52 0.11 
146.390 Beagle {6.6-20.4) 240 0.35 0.09 
146.592 Beagle (8.3-13.5) 240 0.37 0.13 
146.269 Mongrel 7.1-21.5) 90 0.70 0.32 
146.607 Beagle {10.0-13.1 91 0.97 0.18 

The table below shows that for the dog collar most of the imidacloprid is released by diffusion (the 
total amount released by wear is approximately 8-22% for 28-30 days and about 29-61.5%, with a 
mean of ~44% for 238-245 days), while most of the flumethrin is released by wear (the mean total 
percentage released by wear in the 5 dog collar studies below which ran for 238-245 days was 64.4%). 

Study Body Study Mean Plastic Amount Amount of Amount in mg Amount in mg 
Number weight Duration collar weight of flumethrin of offlumethrin 

range in (Da)") weight loss (mg) lmidaclo released imidacloprid released from 
kg) loss (mg) prid (mg) released from wear (% total 

released wear and% released) 
(mg) total 

146.164 (11.6- 30 2145.7 1342.5 715.74 87.49 155.26 (21.69) 70.57 (80.66) 
19.4) 240 6921.4 5155.95 1310.19 455.26 596.31 (45.51) 271.05 (59.54) 

146.158 (8.8- 245 5136.0 3481.85 1358.7 295.45 406.76 (29.94) 178.97 (60.58) 
12.8) 

146.306 (9.4- 238 6238.8 4458.65 1321.25 458.9 520.87 (39.42) 229.18 (49.94) 
13.6) 

146.362/ (10.0- 91 3498.3 2319.43 998.3 180.57 268.25 (26.87) 104.37 (57.8) 
146.607 13.1) 
146.737 (9.1- 28 1142.5 445.99 640.61 55.9 51.58 (8.05) 23.45 (41.95) 

11.0) 
146.390 (10.4- 240 5718.0 4297.67 1126.98 303.35 500.90 (44.45) 220.39 (72.65) 

18.2) 
146.269 (7.22- 90 3696.25# 2621.89 796.3 278.06 303.23 (38.08) 137.83 (49.57) 

21.48) 
146.161 (10.36- 60 1633.75 797.53 797.61 38.61 92.24 (11.56) 41.93 (108.59) 

17.56) 
146.592 (8.3- 240 6467.14 5156.91 969.07 341.16 596.42 {61.5) 271.10 (79.46) 

13.5) 
Data calculated from mfonnatwn (Tables) on p. 45, 46, 47, 48, 49, 50, 51, 52, and 53. 
#No weight loss reported for collar from one dog (CCOCE2); data from this dog not included in calculations by the EPA 
reviewer. 
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For the dog studies that ranged from 238-245 days the mean collar weight loss was 6096.27 (range: 
5136.0-6921.4) mg; the mean plastic (matrix) weight loss was 4510.21 (range: 3481.85-5156.91) mg; 
the mean total amount of imidacloprid released per collar was 1217.24 (range: 969.07-1358.7) mg; 
and the mean total amount of flurnethrin released per collar was 370.82 (range: 295.45-458.9) mg. 
The approximate amount ofimidacloprid released per collar from wear was 524.25 (range: 406.76-
596.42) mg and the approximate amount of flumethrin released per collar from wear was 234.14 
(range: 178.97-271.1) mg. 

The following summarizes the dosages given in Tables 5 and 6 on p. 8 ofMRID 48240140: 

Short-Term (28-91 day) Cat & 
Kitten Studies: 

Long-Term (238-245 day) Cat 
Studies: 

Short-Term (23-91 day) Dog & 
Puppy Studies: 

Long-Term (238-245 day) Dog 
Studies: 

' K1tten study 
**Puppy study 

Reviewer's Conclusions: 

1midac1oprid exposure (mg!kg/day): F1umethrin exposure (mglkg/day): 
2.08, 1.44, 1.13, ~·~4, 1.27, 1.62, 
3.72*, 1.91 *, 0.71 Mean= 1.881 

0.12; 0.10, :.18, ~·:4, 0.20~ 0.3,;,1 
0.20 , 0.14 , 0.05 Mean- 0.19 

1midacloprid exposure (mg/kglday): F1umethrin exposure (mg/kglday): 
0.56, 0.39, 0.42, 0.33, 0.60 !Mean= 0.12, 0.06, 0.07, 0.10, 0.09JMean = 
0.461 0.0881 
1midacloprid exposure (mg!kg/day): F1umethrin exposure (mglkglday): 
1.62,0.89, 1.37,2.44**,2.21**, 0.20, 0.07, 0.15, 0.36**, 0.42**, 
0.97**, 2.25, 0.70, 0.97fMean = 0.28**, 0.20, 0.32, 0.18JMean = 
1.491 0.241 
1midac1oprid exposure (mg/kg/dau): F1umethrin exposure (mg/kg/day): 
0.33,0.52, 0.52, 0.35, 0.37JMean = 0.11, 0.18, 0.11, 0.09, 0.13 !Mean= 
0.421 0.121 

The dosage rates from a -10 g cat collar containing -10% Imidacloprid and -4.5% Flumethrin were 
the following: 

Short-term (28-91 day) Cat & Kitten Studies: Imidacloprid: Mean dosage rate= 1.88 mg/kg/day 
(range: 0.71-3.72 mg/kg/day). Flumethrin: Mean dosage rate~ 0.19 mg/kg/day (range: 0.05-0.44 
mg/kg/day). 

Long-term (238-245 day) Cat Studies: Imidacloprid: Mean dosage rate= 0.46 mg!kg/day (range: 
0.33-0.60 mg/kg/day). F1umethrin: Mean dosage rate~ 0.088 mg/kg/day (range: 0.06-0.12 
mg/kg/day). 

The dosage rates from a ~35 g dog collar containing~ 10% Imidacloprid and -4.5% Flumethrin were 
the following: 

Short-term (23-91 day) Dog & Puppy Studies: Imidacloprid: Mean dosage rate~ 1.49 mg/kg/day 
(range: 0.70-2.44 mg/kg/day). Flumethrin: Mean dosage rate~ 0.24 mg/kg/day (range: 0.07-0.42 
mg/kg/day). 

Long-term (238-245 day) Dog Studies: Imidacloprid: Mean dosage rate~ 0.42 mg/kg/day (range: 
0.33-0.52 mg/kg/day). F1umethrin: Mean dosage rate~ 0.12 mg/kg/day (range: 0.09-0.18 mg/kg/day). 
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This report is classified as acceptable (Non-Guideline). It provides useful information regarding the 
rates of release of the two active ingredients from a collar containing -10% Imidacloprid and -4.5% 
Flumethrin and the exposure to cats and dogs wearing this collar. 
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ACUTE TOX ONE LINERS· - . 
I. DP BARCODE: 392118 

2. PC CODES: 129099 (Imidacloprid); 036007 (Flumethrin) 

3. CURRENT DATE: December 29,2011 

4. TEST MATERIAL: Do & Cat Collars contain in£ -10% Imidacloorid & -4.5% F!umethrin 

Study/Species/Lab Tox. Core 
Studv # I Date 

MRlD Results 
Cat. Grade 

Dosages & release rates of 48240140 
ShorHerm (28-91 day) Cat & Kitten Studies: 

nlo A (non-
actives (review 

lmidacloprid: Mean dosage rate= 1.88 mg/kg/day 
Guideline) 

compilation)/ cats & dogs/ 
(range: 0.71-3.72 mg/kg/day). Flumethrin: Mean 
dosage rate= 0.19 mglkg/day (range: 0.05-0.44 

Bayer Animal Health, 
mg/kg/day). 

Manheim, Germany/PNR 
1427/June 28,2010 

Long-term (238-245 day) Cat Studies: lmidacloprid: 
Mean dosage rate= 0.46 mg/kg/day (range: 0.33-0.60 
mg/kg/day). Flumethrin: Mean dosage rate= 0.088 
mg/kg/day (range: 0.06·0.12 mg/kglday). 

The dosage rates from a ~35 g dog co!lar containing 
-10% Imidacloprid and -4.5% Flumethrin were the 
following: 

Short-term (23-91 day) Dog & Puppy Studies: 
1midacloprid: Mean dosage rate= 1.49 mg/kglday 
(range: 0.70-2.44 mg/kg/day). Flumethrin: Mean 
dosage rate= 0.24 mglkg/day (range: 0.07-0.42 
mglkglday). 

Long-term (238-245 day) Dog Studies: lmidacloprid: 
Mean dosage rate= 0.42 mglkg/day (range: 0.33-0.52 
mglkg/day). Flumethrin: Mean dosage rate= 0.12 
mg/kglday (range: 0.09·0.18 mg!kg/day). 

Core Grade Key: A- Acceptable, S- Supplementary, U Unacceptable, W Waived 
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) 
El\ .RONMENTAL PROTECTION AGENCY 

WASHINGTON, O.C. 20460 
OFFICE OF CHE\IICAL SAFETY 
AND POLLliT!O:\ PREVE)I(Ti07\' 

OFFICE OF PESTICIDE PROGR,\,\JS 
REG!STRATIO:\ O!VISJO)'; (7505P) 

DATE OUT: October 11, 2011 ACTION CODE: 570 
SUBJECT: 

FROM: 

STORAGE STABILITY (830.6317) & CORROSION CHARACTERISTICS (830.6320) REVIEW 
ACCELERATED STUDY [];ONE YEAR STUDY [X[; OVER I YEAR STUDY [) 
MP [) EP [X] EUP [] 
DP BARCODE No.: 388440 REG. No. :ll556MRLL 
DECISION No.: 440307 MRID No(s): 484165MOI ~ 
PRODUCT NAME: PNR1427 INSECTICIDE jl 
COMPANY: BAYERHEALTHCARDLLC v1l~ j) ' 

William Herald I Microbiologist (MS) I CHEMIST, REHS I Registered Sanitarian ,2f/ yJi)lf [, ~ 
Product Chemistry Team 1 f' 
Technical Review Branch/RD (7505P) ( /() --"' 1 O\ 1~ r) 
Be Wanda Alexander I Richard Gehken, RM 10 Q ~ ~' 
Insecticide Branch I RD (7505P) 

I. CONCLUSIONS: 

STORAGE STABILITY (830.6317); 
[X) ACCEPTABLE 
[]UNACCEPTABLE* 
[ I UPGRADEABLW 

40CFRI58.190 DATA REQUIREMENT; [X] SATISFIED []NOT SATISFIED 

CORROSION CHRACTERISTICS (830.6320); 
[X) ACCEPT ABLE 
[ J UNACCEPTABLE* 
[ J UPGRADEABLE* 

40CFRI58.190 DATA REQUIREMENT; [X] SATISFIED []NOT SATISFIED 

*If unacceptable or upgradeable describe the deficiency and provide recommendations 

Comments & Recommendations: 

W. J. Herald 2011 
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El 

IL STUDY SUMMARY 

10NMENT AL PROTECTION AGENCY 
WASHINGTON, D.C. 20460 

A. STUDY CONDUCTED UNDER US GLP/OECD GUIDELINES 
[X]Yes []No 

B. PRODUCT INFORMATIO 
Active ingredients: 

Label claims Nominal concentrations % : 
Flumethrin ................................ 4.5°/o 
Imidaclo rid ••.........•••.......•.....•.. 10.0% 

Initial concentrations of the Als % used in the stud : 
Flumethrin......... .............. 4.656% avera e 
Imidaclo rid ....................... 10.13% avera e 

OFFICE OF CHHJICALSAFETY 
.-\ND POLLI'TJO:'\ PREVENTJ0,'\ 

OFFICE OF PESTICIDE PROGRA:\IS 
R£GJSTRATJO;..: 01\'ISJO;..: (7505P) 

Lower certified limits(%) based oi'n~A';"I~%~,~in"C:th~e~'~'~u~d.c..' ______ 
7

;Mc;;;-__ 
1 Flumethrin ................................ 4.422% 

Imidaclo rid .............................. 9.62% 

C. EXPERIM:ENT AL PARAMETERS 
Temperature: Ambient room temperatures for one year. 
Duration of study: [XJ 1 year 
Types of containers: Plastic bags. 

Analysis at intervals: [XJ 0 (initial); [XJ 3 months; [XJ 6 months 
[XJ 9 months; and [XJ 12 months. 

D. ANALYTICAL METHOD 

Method DETECTOR 

High Pressure Liquid chromatography (HPLC) UVNIS (268nm) 

E. RESULTS 

1) Compared to the initial concentrations of the active ingredients in the study, the report shows that the 
Als% remained will within the statutory parameters required in Title 40 CFR § 158.350 
during the 3r<l, 61h, 91h and 12th month testing periods while stored at ambient room temperatures. 

2) The study reported that there was no observed corrosive effect from the test substance; the collar 
remained a solid gray throughout the study. No corrosive effects during the study were observed. There were no 
corrosion of the packaging was observed. All of the packaging remained intact and no leaking or deforming of 
the package was noticed. 

W. J. Herald 2011 
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UNITED STATES ENVIRONMENTAL PROTECfiON AGENCY 
WASHINGTON, D.C. 20460 

OFfiCE OF CHEMICAL SAFETY 
AND POLLUTION PREVENTIOX 

OFFICE OF PESTICIDE PROGRAMS 
REGISTRA TIO:>; DIVISIO:>; (750SP) 

DP BAR CODE NO.: 385540 
PC Code(s): 129099,036007 
FOOD Use: No 

FILE SYMBOL NO.: 11556-RLL DECISION NO.: 440307 
ACTION CODE: R110.0 

DATE OUT: 

SUBJECT: 

FROM: 

TO: 

NONKFOOD Use: Yes 

October 11, 2011 

End Use Product Chemistry Review 
Product Name: PNR 1427 Insecticide 

Hari Mukhoty \ ~ • (I J 

Product Chemistry Team :'6'-\~ · f _,-()/"\/\.)\ 
Technical Review Branch I Registration Division (7505P) · 0 1 \ v 

BeWanda Alexander I Richard Gebken PM - 10 
Insecticide Branch I Registration Division (7505P) 

Company Name: Bayer Health Care LLC 
Solid Formulation Type: 

INTRODUCTION: 

The Registrant has submitted one basic CSF (dated: 08/25/2010), two amended CSFs (Dated: 08/25/2010) as 
alternate formulations (Alt. # 1 & # 2) to the aforesaid basic and has proposed a product specific label for 
registration of.the aforesaid products under EPA File Symbol No. 11556KRLL. 

TRB has been requested to evaluate the product chemistry data required for the registration of the proposed 
products. 

SUMMARY OF FINDINGS: 

1. Name of Active lngredient(s): lmidacloprid (10.0%), Flumethrin (4.50%). 

2. Has the registrant claimed substantial similarity to registered product? 
[ [Yes [X] No [ ] NAIf yes: EPA Reg. No. 

3. The source material(s) of the active ingredient(s) is/are registered with the Agency. The source of the active 
ingred"1ent Flumethrin is not, as of this date, registered with the Agency. The nominal concentration of this 
active ingredient (4.50%) has been tentatively calculated based on the claimed purity of the chemical by the 
registrant to be 96.2%. 

4. All inert ingredients have been screened by I lAB on 10!06!2010 and have been found to be approved for 
non-food uses only. 

5. The CSFs of the proposed basic and alternate formulations have been filled out completely and correctly 
based on the claimed purity of the active ingredient Flumethrin. 
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DP BAR CODE ND.: 385540 
PC Code(s): 129099.036007 
FOOD Use: No 

FILE SYMBOL NO.: 11556-RLL DECISION NO.: 440307 
ACTION CODE: R110.0 
NQNwFQOD Use: Yes 

6. Confidential Statement of Formula(s): 

[X] Basic- Dated: 08/25/2010 re-submitted- Dated: NA 

[X] Alternate-# 1 & # 2 Dated: 08/25/2010 re-submitted: Dated: NA 

Alternate CSF(s) complies with 40CFR §152.43: [X ] Yes [ ] No NA [ ]. 

7. Product label 

a. Ingredient statement: Nominal concentration of AI listed on CSF(s) concur with product label (PR 
Notice 91-2) 

[X ]Yes 

Is the sub statement in compliance with PR Notice 97-6? 

] X ] Yes [ ] No - Uses the term "Other Ingredients" 
, if not, explain below: 

Metallic equivalent 
Soluble arsenic: 
Isomeric ratios: 
Acid equivalent: 

]Yes [X [NA 
] Yes [ X [ NA 
[Yes [X [NA 
]Yes[X]NA 

b. Health related sub statements: 

Petroleum distillate at> 10%: 
Methanol at> 4%: 
Sodium Nitrate I Sodium Nitrite 

[]Yes []No [X [NA 
[]Yes [ ]No [X [NA 
[ ]Yes [ [No [ X] NA 

c. Physical chemical hazard statement Product label requires a statement per40 CFR §156.78 for: 
flammability, explosive potential or electric insulator breakdown? 

[ I Yes I X I No 

Total Release Fogger PR Notice 98-6 (40 CFR 156.78 d): [ [Yes [ 1 No [X 1 NA 

d. Label requires an additional Storage and Disposal statement [ ] Yes [X 1 No- from product chemistry 
point of view; if yes explain below: 

Final decision of overall label acceptance will be made by the PM. 

2 
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DP BAR CODE NO.: 385540 
PC Code(s): 129099.036007 
FOOD Use: No 

FILE SYMBOL NO.: 11556-RLL DECISION NO.: 440307 
ACTION CODE: R110.0 
NON-FOOD Use: Yes 

B. Group A: Product Chemistry Data 

TRB's determination of the acceptability of the data for the proposed product is listed in the 
tables below. 

Da!a 
Guideline submitted 
No. S'ludy Title 

Yes No 
Product Identity & Composition 

830.1550 X 
Description of materials used to 

830.1600 produce the product X 
Description of formulation process 

830.1650 X 
Discussion on the formation of 

830.1670 impurities X 
Standard 
certified X 

Certified limits Limits 
(158.350) 

Proposed 
830.1750 limits 

830.1800 
Enforcement 
Analytical Method # X 

A= Acceptance, NA = Not Acceptable, G = Data Gap, 
W =Waiver Request, I= In Progress, N/A =Not Applicable 
# = HPLC using UV detector set at 268 nm 

3 

TRB's 
Assessmen1 MR!D Nos. 
of Data 482401-01 

A " 

A .. 

.. 
A 

.. 
A 

A .. 

N/A 

" A 
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DP BAR CODE NO.: 385540 
PC Code(s): 129099,036007 
FOOD Use: No 

9. Group 8: 

Guideline Study Title 
No. 

830.6303 Phvsical State 

830.6315 Flammabilitv 

830.6316 Exnlodabilitv 

830.7000 I oH 

830.7300 
Dens::~)(Bulk 
Densit 

FILE SYMBOL NO.: 11556-RLL DECISION NO.: 440307 
ACTION CODE: R110.0 
NON~FOOO Use: Yes 

Value or Qualitative TRB's MRID Nos. 
Description Assessment 482401-01 

of Data 

Solid A " 

Product is solid A " 
Product does not contain any 

exolosive inaredient A " 

The product is no dispersible A " 

1.044 A " 

A= Acceptance, NA = Not Acceptable, G = Data Gap, W =Waiver request, 
N/A = Not applicable, I = In progress 

CONCLUSIONS: 

1. TRB has reviewed the CSFs for the proposed basic (dated: 08/25/2010} and alternate formulations and has 
found them to be acceptable provided the product chemistry data for the source of the active ingredient 
Flumerthrin Technical is found to be acceptable for registration. The CSFs are attached with this review and 
can be located in OPPIN CHEM DOCS. 

2. Product chemistry Group A and Group B data, with the exception of one year storage stability (830.6317} & 
corrosion characteristics (830.6320} are satisfied and acceptable. 

3. The registrant must generate one year storage stability (830.6317) and corrosion characteristics (830.6320} 
data on the proposed product. It is required that the observations be made at 0, 3, 6, 9, and 12 month intervals. 
The results must be submitted to the Agency in electronic and hard copy format. 

4. The proposed label was screened as it pertains to the product chemistry requirements. The final review of 
the proposed label and uses are the purview of the PM team. 

4 



62

II 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

40 I M Street, S. W. 
WASHINGTON, D.C. 20460Form 

Approved OMB No. 2070.0060 

PaJ)I!fWQI'k Reduction Act Notice: The pdl!ic reporting bun.len forthi s collcclion of information is c:scimated to average 0.25 hours per response for registralion acliviti~ and .025 bows per response 
for infonnation, including suggestions for reducing the burden to: Director, OPPE lnf'omlation Management DiVi$ion (2137), U.S. Environmental Protection Agency, 401 M Street, S.W., W<&Shington, DC 
20460, Do not send the form to the address. 

DATA MATRIX- CONFIDENTIAL VERSION 
Date:- November 3, 2010 EPA Reg NoJFileSymbol: 11556-RU. Page ! of 18 
Bayer H~alth Care, U..C Product: PNRI4271JUedicide Ingredient: Aumelhrin {CAS 69710-45·2) 
Animal Health Division • Flumethrin Technical (pages I ·1) Imidacloprid (CAS 138261-41-3) 
P.O. Box 390 • Imidac!oprid Technical (pages 8 -! 4) . 
Shawnee Mission, KS 66201-0390 • PNRI427Insec0cide (pages 15- 18) 

-T Guidellne Guideline Study Name MRID Submitter ..... Report Number Comnu:nts Reference Number 
N~"" 

:(rages 1 - 7) 

~ ISsO OWN ~· 
•• 

I '""""' 
48240201 11556 OWN 

1556 OWN 

I .,;~ ~ ·= .. 
11556 OWN 23979· 

II ; 11556 OWN 

~ ~ 
~ ~ ~ OWN 

OWN 

·~·"' 
I 

'""'" iii -i =i= Film ·~ 
I S•bmw 11556 OWN 23980(BR !6241 

=~- iii i! =!= im~ ~ ~ ; 

~ 
1556 -OWN 

830.6319 1556 OWN 

~~~ I ;;-;;;> 

'"" 
BAH CONFIDENTIAL Data matrix PNR1427 Fln-Imi-EP !10310.doc 
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II 
UNITED STATES ENVUWNMENTALPROTECTION AGENCY 

401 M Stree1, S.W. 
WASHINGTON, D.C. 20460 Form 

Approved OMS No. 2070-0060 

Paperwork Reduction Act Notice: Tile public reporting burden for this collection of information is estimated to average 0.25 hours per response lbr mgis1ration activities and .025 hours per response 
for information, including suggestions for reducing tile burden to: Director, OPPE Information Management Division (2137), U.S. EnYironmental Protection Agency, 401 M Street, S.W., Washington, DC 
20460. Do not send the form to the address. 

DATA MATRIX -CONFIDENTIAL VERSION 

Date: November 3, 2010 EPA RegNo.IFileSymboh 11556-RLL Page 2ofl8 

Bayer Health Care, LLC Product: PNR/427 buedkUk Ingredient: Aumetluin (CAS 69770-45-2) 
Animal Health Division • Flumethrin Tcchnicll.l (pages I -7) hnidadoprid (CAS t38261-41-3) 
P.O. BoK 390 • Imidacloprid Technical (pages 8 -14) 
Shawnee Mission, KS 66201-0390 • PNRI427 lrm:cricide (pages 15- 18) 

. L Guideline Gukleline Study Name MRID Submitter s ...... Report Number c"""""'~ Reference Number 
Number 

. ; ,, 

ifEi "'''~ 

- ; 

~ :::::: I @ ~ 
Partition coefficimt (n-octanoVwater) 11556 OWN 23980 (BR 2624) 

~ 
~ 11556 OWN ~~:~~ 

"'" OWN 

~ 
' ""' .. , .. ..,. I 

~ 
!.A. 

I.A. 
; 

~ ~ 
~ 

Acute IOll:icity I N.A. 

I N.A. 

830.1045 Acute toxici!y estuarine illld marine organisms 

:~:::~; 
~ 

BAH CONFfDEN11ALD~tamatrix PNRI427 Flu-tmi-EP 110310.doc 
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II 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Form 

Approved OMB No. 2070.0060 

Paperwork, Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registration activities and .02S hOI.LfS per response 
for infom~ation, including suggestions for reducing the burden to: Din:ctor, OPPE Information Man~nt Division (2137), U.S. Environmental Protection Agency, 401 M Stn:et, S.~., Washin[!ton, DC 
20460. Do not send the form to the address. 

DATA MATRIX- CONFIDENTIAL VERSION 
Date: November 3, 2010 EPA Reg No.IFUe Symbol: 11556-Rll.. Page 3ofi8 
Bayer Hellllh Care, U.C Product: PNR14271nsrcticide IDgftdient: Flumethrin (CAS 69770.45·2 ) 
Animal Health Divimon • Flumethrin Technical (pages 1·7) Imidacloprid (CAS 13826141·3) 
P.O. Bo~t390 • Im'idacloprid Technical {pages 8 -14) 
Shawnee Mission, KS 66201-0390 • PNR1427 Insecticide (pages 15- 18) 

·Tc.uddine Guideline Study Name MRID Submltb!r , .. .., 
Report Number Comments Reference Number 

Number 

= ' N .. 

~ ~ N .. 

N .. 
- ... N.A. 
8liJ.j'jfif 

~ N.A. 

"' 
= N.A. 

~ ~ .. 

; . • N.A. 

~ 
N.A. 

N.A. 

BAH CONRDENTIAL Data matrix PNR1427 Ru-lmi-EP 1103IO.doc 
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II 
UNITED STATES ENVffiONMENTALPROTECTION AGENCY 

401 M Strec1, S.W. 
WASHINGTON, D.C. 20460 Form 

Approved OMB No. 207{}-0060 

Paperwork Reduction Act Notice: The public reporting burden for tbi$ collection of information is estimated to average 0.25 hours per response for registration activitie~~ and .025 hours per response 
for inform~tion, including suggestions for reducing the burden to: Dire<: tor, OPPE Information Management Division {2137), U.S. EnviroMlental Pro~teOon Agency, 401 M Street, S.W., Washington, DC 
20460. Do not send the form to the address. 

DATA MATRIX CONFIDENTIAL VERSION 
Date: November 3, 2010 EPA Reg NoJFile Symbol: 11556-Rll. Page 4of18 
Bayer Health Care, LLC Product: PNRJ4271ns«tkfde Ingredient: Aumethrin (CAS 69770-45·2) 
Animal Health Division • Aumethrin Technictl.l (pages I -7) lmidacloprid {CAS 138261-41-3) 
P.O. Box 390 • lmidacloprid Technical {pages 8 -14) 
Shawnee Mission, KS 66201-0390 • PNRI427lllsecticide(~ges 15-18) 

Guiddine Guideline Study Name MRID Submitter """' ReportNilmber Comments 
Reference Number 
Nllmber 

o im.,rioo- rnbbi< 1556 OWN "'" ~ 
JSSO OWN 14967 

:I irritation ISSO OWN .. 
1556 OWN 14561 

Doo)Od > ' 
~.,~·.rod~!."' 

1556 OWN ' ' 

=!i ' '. 
i 

""'"" 48> 216 IISSO OWN 32570 

~ 
,, 217 556 OWN 30932 i§ 

EE 
11556 OWN 30931 

! '~'''' 11556 OWN 18177 

i i ·h~ 

---c~ I F ~ ; Li•tol; 

'19360 
12402: OWN 19360 

~r ii tl556 OWN 15285 

1 JS56 OWN 19383 

~ H¥,l= =i= 
1825 

I 
.. 

' 
' ' " 35286 

BAH CONFIDENTIAL Data matrix PNRI427 Fh1-Imi-EP I J03JO.doc 



66

II 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

40 I M Street, S. W. 
WASHINGTON, D.C. 20460 Fonn 

Approved OMB No. 2070-0060 

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to aven~ge 0.25 hours per response for regis!lation acdvities and .025 hOW'S per response 
for infonmrtion, including suggestions for reducing the burden to: Director, OPPE Information Management Divisioo (2137), U.S. Environmental Protection Ageocy, 401 M Street, S.W., Washington, DC 
20460. Do not send the form to tbeuddre.u. 

DATA MATRIX CONFIDENTIAL VERSION 

Date". November 3, 2010 EPA Reg NoJFIIeSymbol: I 1556-RLL Page 5 of18 

Bayer Health Care, LLC Product: PNRU2'1lrutdit:ide lngnditflt: Aumethrin (CAS 69770·45-2) 
Animal Heahh Division • Aumethrin Technical (pages I -7) bnidadoprid (CAS 138261-41-3) 
P.O. Box390 • lmida!:loprid Technical (pages 8 -14) 
Shawnee Mission, KS 66201..0390 • PNRI427 Insecticide (pages 15- 18) 

. ___ 

1

. Guideline GuideUne Study Name MRID Submitter s ..... Report Nlll11~r Comments Refer"ence N•mb" 
NumMr 

']i 

a55ay 

870.5375 

BAH CONFIDENTIAL Data matrix PNRI427 Flu·Imi·EP JJ0310.doc 
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II 
UNITED STATES ENVfRONMENTALPROTEC110N AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Form 

Approvtld OMB No. 2070·0060 
Paperwork ReductiOn Act Notice: The pit) lie reporting btnien for lhis collection of information is estimated to average 0.25 hours per response foc regbtration activities and .025 hours per response 
for infonnati011, inclt!dingsuggestion.s for reducing the burden to: Director, OPPE Jnformarioo Management Division (2137), u.s. Environmental Protection Agertey, 401 M Street, S.W., Washington, DC 
20460. Do not send the form Jo the address. 

Date: November3,2010 

Bayer Health Care, LLC 
Animal Heallh Division 
P.O. Box 390 
Shawnee Mission, KS 66201-()390 

I Guideline 
Referenc:e 
Number 

"""' 

Guideline' Study Name 

158.1300 

········~~ 

~~ 
BAH CONFIDENTIAL Data rnatri~; PNR1427 Au-1rni-EP 1103l0.doc 

DATA MATRIX-CONFIDENTIAL VERSION 

EPA RegNoJFileSymbol~ 11556-Rll 
Product: PNR1427ltuecticide 

• Flumethrin Technical (pages I -7) 

• lmidacloprid Technical (pages 8 -14) 
• PNR1427111secticide (pages 15- 18) 

MRID Submitter s .. .., Report Number 
Number 

~ ill6 "'" 
48240251 11556 OWN ! 35038 

Page 6 of 18 

Ingredient: Aumethrin (CAS 69770-45-2) 
lmidac1oprid (CAS 138261-41-3) 

Comments 

uiuroo 

INA 
I N.A. 

I N.A. 
I N.A. 

N:A: 
I N.A. 

INA 
NA 
N.A. 

NA 
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Guideline Guideli~tt Study Name 

BAH CONFIDENTIAL Data matrix PNR1427 Au-lmi-EP 1103IO.doc 

UNITED STATES ENVIRONMENTAL PROTECTioN AGENCY 
401 M Street, S.W. 

MRID 
Numb« 

WASHINGTON, D.C. 20460Form 

Product: Aumethrin {CAS 6977045-2) 
• lmidacloprid{CAS 13826!-41-3} 
• 
• 

Submi~r Status 
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---

Guideline 
Reference 
Number 

61-1 

61-2 

61:3 

62-1 

62-2 

62-3 

634 
63-S 
63:6 

Guideline Study Name 

I 

method 

' r= 

' 

BAH CONFIDENTIAL Data matrix PNRI427 Flu-lmi-EP t10310.doc 

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
401 M Street, S.W. 

MRID 
Number 

F!i 
II 
RiJ 
~ 

~r· 

WASHINGTON, D.C. 20460 Fonn 

• Flumetllrin Technicut (pages I 
• lmidacloprid Technical (pages 
• PNR1427 

Submitter Status 

~ , s .:.u! 

=a= ~ 64 

64 

"' PER BR 

"' 
PE!i. 

~ 
264 ~ 264 

264 PER 

264 PER -BR 

~ =i!= ~ 
~ ~ 

264 PER BR 17611TGA 

264 PER - BR 1761CroAB 

264 -i>ER '"lil =a= 1761 fffiA< 

Rumethrin 
lmldadoprid (CAS 138261-41-3) 

Comments 
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II 
UNITED STATES ENVIRONMENTALPROTEcnON AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Form 

OMB No. 2070-0060 

'pobli< repornogl II "" S !lours per response for regis1ration aclivities and .025 hours per response 

0460. 
to: Director, OPPE . i . Environmental Protection Agency, 401 M Street. S.W., Washington, DC 

DATA 

~ . "'"" 
! ~;~~~ Imidaclo~rid !CAS 138~~~i-3) • Flumethrin Technical (pages I -7) 

P.O. Box 390 • Iniidacloprid Te~~ical (pages 8 -14) 
Shawnee Mission, KS 66201.()390 • PNRI427 15- 18) 

Guideline Study Name MRID Submitter s ..... 1 Report Number Comments Number 

63< ~ ~ _264 ~~ JAn 
63_:' 264 

63-1 i . . ' '"""" N.A.-1 i 

~ """'"" w"~ ""'" ~ 
264 

~ ~H 264 

'"""'' 264 
63-14 , N.A.- Noo>rid•ti'" 

1-15 

~ ~ ~ ~ ~ ~ 
264 

N.A.- Solid 

1-19 I N.A.- Solid 

264 PER BR1761~ 

"'"' 
~ 'A'i"'d~Iuy-q~ 

• s~p1" .,...,, ''" ""~' 

.. 
71-2(•) N.A. 

7I-2{b) 1 -dock N.A. 

'""'" NA. 

N.A. 

-dock N.A. 

'"~"" N.A. 

72-1(•) . ' - b1,..;U N.A . 

BAH CONFIDENTIAL Data matrix PNR1427 Flu-Imi-EP 110310.doc 
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II 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Form 

I ~~i'' " 'foci I ' ''" ~~~,~~ ';i;,"'poo~ t 
;rn;,-

'""""'" I t,401MS""''· ,DC 

DATA 

i "'"' 

Aomo•ri•=l!" I -7) 

Pm lO of IS 

I~Fi~~ 
(CAS I 

• lmidacloprid (CAS 138261-41-3) 
• Imidacloprid Technical (pages 8 -14) 

Shawnee Mission, KS 66201-0390 • PNR14271nsecticide (pages 15- 18) 

I 
Guideline Study Nxmc MRID Submitter , .. , 

Number 

,:lfi>l " ·u- "' '!<.A. 

~ 
; I N.A. 

I N.A. 
72-2(o) ' ; ' IN.A. 

"-"" I ii.A. 

~ ~ rN.A: 

,, .. ,,, 
~"' 

IN'.A. 

24/hl [N.A.' 
72-7 I """"I ficld """ I N.A. 
Nooo I N.A 

Nooo 
predictions for I N.A 

I N.A. 

n158.340 
81-1 •"'• ' i Sl:,- --;;;;;;;; 

~ ~ 81-3 " PER 
81-4 ) 

=i ,,,, 
''"'"""- "bbh ~ ~~ ---..:6 

BAH CONADENTIALDatamatrix PNRI427 Au-lmi-EP li03IO.doc 



72

II 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Fonn 

Approved OMB No. 2070-0060 

Paperwork Reduction Act Notice: The public reporting burden for thi5 Clllleclioo of information is estimated to average 0.25 flours per ruponse for registration activities and .025 hours per response 
for information, includingsuggestioos for redocing the burden to: Director, OPPE Infonnation Managemem Division (2137). U.S. Environmental Pro~ettion Agency, 401 M Street, S.W., Wa.shington, DC 
20460. Do not send the form to the address. 

DATA MATRIX -CONFIDENTIAL VERSION 
Date: November3,20JO EPA RegNoJFile Symbol: 11556-RLL Poge 1Jofl8 
Bayer Health Care, LLC Product: PNR14271nnrctkide Ingredient: Aumethrin {CAS 69770-45-2 ) 
Animal Health Division • Aumethrin Technical {pages I -7) lmidacloprid {CAS 138261-4-1-3) 
P.o. Box 390 • lmidacloprid Technical (pages 8 ·14) 
Shawnee Mission, KS 66201..0390 • PNRl427lnsecticide (pages 15- 18) 

··· ~- Guiddlne GuideUne Study Name MRID Submitter ... ., Report Number Comments Reference Number 
Number 

~ ~ =! ~ 
81·8(SS) ! Ao"rn 264 . 103979 
s2:u,, : ""''"' ~ i cl00036 

82.iibl ~ 
82-2 I "' - rabbitfrat , .. -

! ~ ~ 264 

~ 264 

264 

83-ll•l Chronic feedin2 

~ ! 
'· 102658 

~ li3.ilbl ·~ 

RePOrt 

~ 
264 

i 
RePOrt d0!93! 

83-2C•l 
2M 

~ mt 264 

264 PER 

~ =i I 83-2{b) mouse >99iii8 

¥ ~ . ; 264 

264 PER 

BAH CONFIDENTIAL Data matrix PNRl427 Au-Imi-EP ll0310.doc 
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a 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 f"om1 

~0060 

i'b'.6o. 
! '"""', ~::~OPPE I. <~POOre 

•, 40 I M '""''· : DC 
' "'rOm.' 

~-= D.iO I 1"8' 12 ofl8 

""'"I 
. ) 

• Flumethrin Te<:hnical (p~ges I -7) lmidadoprid (CAS 138261-41-3) 
P.O. Bo;o; 390 • lmidaclopridTechnical {pages 8 -14) 
Shawnee Mission, KS 66201-0390 • PNRJ427 15 18) 

Guiddine Guideline Study Name MRID Submitter '""" . ~!~~~~r~ Number 

264 PER . 101276 

264 PER 
84·2(0) Gene mutation (ames test) 

~ i 
- .;;;.;;; 

Hi R<port 

264 PER 
'· '"" 

84-21b> ~ i ~ 
264 -PER Rooort No. 99676 

Fe 264 i <=,~ 
84-4 264 .102653 

264 i . 101999 ·-

R!i ~ ~ 
85-1 General metabolism 264 PER . 1026l: 

8~~~~~ ~'"·'- .. 

F=i N.A. 
N.A. 

I .. 

BAH CONFIDENTIAL Data matrix PNR1427 Flu-lmi-EP 1103IO.doc 
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II 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20450 Form 

No. 

' ' A<> N~k" · ' ~g~~r~ ' 
.. 

""" .0251 
I i%oo. o, , . ;~~.:::~h~':.::~ ' ; ' ,, o;,;,, (2137). • •,401 M: ... ,DC 

''"h""""''· 
D•w. ., 2010 ~L . p"" 13 '"' 

~~~~~¥:;;,~ l'rotl~et: Flumethlin Technica.l (pa~ I ·7) . (CAS ~.>. 

;h~;!: ~ission, KS 66201-0390 • Imidill:loplid Technical (pages 8 -14) 
• PNRt427 15- 18) 

Guideline Study Name MRID Subrnittef' Stotw; Commmt!l 
Number 

N~bo' 

141-2 I Ho~yb"'' '''"'" I I I N.A. 

230·236 ' ~~ ~ ~ 
161-1 I N.A0 
161-2 ·o-w'"' N.A. 

~ ~ 
N.A. 

N~ 16~ 

Fi 
N.A. 

~ 
I~ N.A. 

·- . N.A. 
I 

~ 
~ 
~ 

; N.A. 
.. 

BAH CONADENTIAL Oala matrix PNR1427 Au-lmi-EP 1103IO.doc 
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II 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Fonn 

I ~~o. """'· 
~ ~:~~ reo~ri"',',,,.,~ ~";, ~:~::;:"g~~~f ~'~~'!'''''. '· s. w.~ ;:;;::,, DC 

~ ·~~ r now. ~ 

·~~ 
I ' '·'" • Aumetllrin Tectmical (!'11ges t -7) 

P.O. Box 390 • lmldac\oprid Tedmi:C~~;:S 8 -\4) 
Sll:twnee Mission, KS 66201-0390 • PNRI427 JnSJ.~ticide 15-18) 

Guideline Guideline Study Name MRID Submitter ""'" Report Number Comments 
Reference Number 

Magnitude of residue- processed food/feed 
J71-4(m) Method validation/ multiresidue method N.A. 

None Benefits Reports N.A. 
None Dietary Analysis N.A. 

BAH CONADENTIAL Data matrix PNR1427 Au-lmi-EP JJ0310.doc 
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• UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
-401 M Street, S.W. 

WASHINGTON, D.C. 20460 Form 
3 No. 2070.{)060 

i:,',,., Doo;,~,,~~'' ' i :o~·~" 
'~ '"' ' i Management Division (2137), ,DC 

~TIAL' 

~ EPA R•gl Pog< IS of IS 
Product= PNRJ4271ruecticide Ingredient: (CAS 6977045-2 ) 

;.~~~o~~h Division • Rumethrin Technical (pages I • 7) Imidocloprid (CAS 138261-41-3) 

• Imidacloprid Technical (pages 8 -14) 
Shawnee Mission, KS 66201-0390 • PNRI427 IS- 18) 

Guideline Study Name MRID Submitter ""'" Number 
N~bo< 

PNR1427 '(Yages 15 -18) 

' 
Prod"" I I I556 OWN 33752 

33752 

prod"' 48240101 11556 OWN 
l 

~ 
OWN 33752 

~ ~ 
l · op=m 

~ 
OWN 33752 

1 33752 

i N.A. IUAJ UoJy 

830.1750 I Cottifi<d of limi• 

~ ~ 
OWN 33752 

~ 
OWN 33752 

,~~"' l 

"" OWN 33752 . 

~ 
OWN 33752 

I Odo• OWN 33752 

i N.A.-' 

~ ~ 
.. 

''''"' 
I ~;_:;t''' '" . 

1 foc all the 

'"·"" i 
I N.K., 

'313l/10I: 

'""' 
BAH CONFIDENTIAL Data matrix PNRI427 Flu-lmi-EP I 103IO.doc 
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II 
UNilED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Form 

Approved OMB No. 2070-0060 

Paperwork RedliCrion Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registration activities lllld .025 hours per response 
for information, inctuding suggestions for reducing the burden to: Dllector, OPPE Information Management Division (2137);U.S. Environmental Protection A@:ency, 401 M Street, S.W., Washington, DC 
20460. Do not send the fonn to the address. 

DATA MATRIX- CONFIDENTIAL VERSION 

Date; November 3, 2010 EPA Reg No.fFileS)'mbol: 11556-Rll. Page I6of18 
Bayer Health Care, LLC Product: PNR/427 buetlicUk Ingredient: Flumethrin (CAS 69770-45-2) 
Animal Health Division • Rumethrin Teehnical (pages I -7) lmldacloprid (CAS 138261-41-3) 
P.O. Box 390 • Imidacloprid Technical (pages 8 -14) 
Shawnee Missioo, KS 66201.0390 • PNRI427 Insecticide (pages 15- 18) 

Guideline Guideline Study Name MRID Submitter """' Report Number Comments Reference Number 
Number 

,, 
. ' ' NA~ "" ; 

'N.A.-Thl>t molid ~d t '"' 

~ .. ~ 
; 

. ' 
Pttrtition coefficient (n-octanoVwater) N.A. TGAIOnly 

:~ .... ::;;:;; 
N.A. TGAIOnly 

~ 
N.A.-· 

~to -"' ll556 OWN '"" ; -li556 OW! 33855 w•~•reqo~t 

:-;:;;- !4oiO ~ OW! 

! w•·~ 

~ ~ 
OWl 

ll556 OWl 

1!556 OWN 

•1- "'' 

BAH CONFIDENTIAL Data matrix PNR1427 Flu-Imi-EP 110310.doc 
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Guideline Study Name 

BAH CONFIDENTIAL Data matrix PNR1427 F1u-lmi-EP 110310.doc 

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
401 M Street, S.W. 

MRJD 
Numbef 

WASHINGTON, D.C. 20460 Form 

• 
• 
• 

Submitter Status 

1-7) lmidac::loprid (CAS 13826141-3) 
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II 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460Form 

Approved OMB No. 2070-0060 

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registration activities and .025 hours per response 
for infonnation, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental ProtectiOn Age11cy, 401 M Street, S.W., Washington, DC 
20460. Do not send the form to tile address. 

DATA MATRIX- CONFIDENTIAL VERSION 
Date: November 3, 2010 EPA Reg NoJFile Symbol: I 1556-RLL Pase tsor 18 
Bayer Health Care, LLC Product PNRI427lluectidde Ingredient Flumethrin (CAS 6971045-2 ) 
Animal Health Division • Flumethrin Technical (pages I ~7) lmidac!oprid (CAS !3826!-41-3) 
P.O .. Box 390 • lm!dac!oprid ~lmical (pages 8 -14) 
Shawnee Mission, KS 6620 t-0390 • PNR!4271nsecticide (pages !5- 18) 

Guideline Guideline Study Name MRID Submitter Status Report Number Comments 

·-~ 
Number 

Number 

~ 
556 

I 11556 ov 
11556 ov 

556 ov 

~ ov 

! 
j ''"'"' 

'"'Q" 
~ '"''''' 

·~,00 
:. '"'' 

~ '"'"""' ! i 33860 ,, 
33861 

rto£Colli< 35118 

AJ ~~- /__g Douglas A. Spilker 

"''' 
f? Nov . .:Zo/o EPA 

BAH CONFIDENTIALThnamatrix PNR1427 Flu-lmi·EP 1!0310.doc 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

WASHINGTON, D.C 20460 

BAYER HEALTH CARE LLC 
PO .BOX: 390 
SHAWNEE M1SS10N, KS 66201-0390 

December 02, 2011 

Report of Analysis for Compliance with PR Notice 86-5 

OFFICE OF CHEMICAL SAFETY 
AND POLLUTION PREVENTION 

Thank you for your submittal of 30-NOY-11. Our staff has completed a preliminary analysis 
of the material. The results are provided as follows: 

Your submittal was found to be in full compliance with the standards for submission of data 
contained in PR Notice 86-5. A copy of your bibliography is enclosed, annotated with Master 
Record !D's (MR!Ds) assigned to each document submitted. Please use these numbers in all future 
references to these documents. Thank you for your cooperation. If you have any questions 
concerning this data submission, please raise them with the cognizant Product Manager, to whom 
the data have been released. 
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Bayer HealthCare 
Animal Health 

Via Federal Express 

November 29,2011 

Document Processing Desk (ADDL DATA- NO REGFEE) 
Office of Pesticide Programs (7504P) 
U.S. Environmental Protection Agency 
Room S-4900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-4501 

Attention: 

Subject: 

Mr. Richard GebkeniPMlO 
Registration Division (7505P) 

PNR1427 Insecticide (EPA File Symboll1556-RLL) 
Amendments to Companion Animal Safety Studies 

Dear Mr. Gebken: 

Please find enclosed two respective amendments to currently on-file 
companion animal safety studies on adult cats and adult dogs. The 
enclosed amendments provide additional information about the required 
studies, as requested in a teleconference on this subject with the Agency 
on October 20, 2011 (Dr. Byron Backus and Ms. Be Wanda Alexander.) 
The main objective of these amendments is to appropriately recalculate the 
exposure of the target animals to the levels of the two active ingredients 
released from the collars worn by the pets during the study. 

We will update the respective Data Matrix and resubmit it after we receive 
the MRID numbers back from the Agency.lfyou have any questions, 
please do not hesitate to call me at 913-268-2751. 

Douglas A Spilker. Ph. D. 
Manager, EPA Regulatory Affairs 
Doug.Spilker@Bayer.com 

Enclosures: 
1. Bayer Report No. 33967- Adult Dogs (3 copies) 
2. Bayer Report No. 33968- Adult Cats (3 copies) 

Bayer HealthCare LLC 
Animal Health 
P.O. Box 390 
Shawnee Mission. KS 66201-0390 
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Transmittal Document 

1. Name and Address of Submitter 
Bayer HealthCare LLC 
Animal Health Division 
Box 390 
Shawnee Mission, Kansas 66201-0390 

~/~-
Douglas A. Spilker, Ph. . 
Manager, EPA Regulatory Affairs 
(913) 268-2751 

2. Regulatory Action in Which this Package is Submitted 
Additional Information for the Pending Application for Registration of"PNR1427 
Insecticide"; File Syrnbol!l556-RLL 

3. Transmittal Date 
November 29, 2011 

4. List of Submitted Studies: 
MRID No. Volume 

48674701 1 

48674702 2 

Transmittalll2911 PNRI427 DAS Add.doc 

"Final Report Amendment I to Bayer Report 33805 
(MRID 482401 09)- Safety of PNR 1427 in Adult 
Dogs," Bayer Report No. 33967, Harish M. Chopade, 
16 pp. 
"Final Report Amendment 2 to Bayer Report 33800 
(MRJD 482401 08)- Safoty of PNR 1427 in Adult 
Cats," Bayer Report No. 33968, Harish M. Chopade, 
16 pp. 

": (( 

Page 1 of 1 

'' (' 
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Memorandum 

Date: 1 <I Db 1__,_:\.._i _ 

From: Information Services Branch, ITRMD 

Your receipt of this data submission is not an 
indication that MRIDs for the enclosed studies have 
been posted to OPPIN. 

We expect that it will be approximately 5 days 
from the above date before the study-level data is 
available in OPPIN. 

If you have any questions about this process, 
please contact Teresa Downs (305-5363). 

This is a: ~·fully accepted submission 
1o partially accepted submission 
D rejected submission 
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BayefHealthCarec·.· 
Animal Health 

Via Federal Express 

March 10, 2011 

Document Processing Desk (ADDL DATA- NO REGFEE) 
Office of Pesticide Programs (7504P) 
U.S. Environmental Protection Agency 
Room S-4900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-4501 

Attention: 

Subject: 

Mr. Richard Gebken/PMIO 
Registration Division (7505P) 

PNRI4271nsecticide (EPA File Symboii1556-RLL) 

Dear Mr. Gebken: 

Please find enclosed a study providing data to fulfill the data requirements 
of one year storage stability (OPPTS GL No. 830.6317) and corrosion 
characteristics (OPPTS GL No. 830.6320) in support of the pending 
registration of -the -subject produGt As- -requested;- please -also -find -an 
electronic version of this report on the enclosed CD. Please note that the 
title of the report refers to "M915 Insecticide," the previous code 
name for the product, but the formulation being the same. 

I will update the respective Data Matrix and resubmit it after I receive the 
MRID number back from the Agency. 

If you have any questions, please do not hesitate to call me at 
913-268-2751. 

Douglas A. Spilker. Ph. 
Manager, EPA Regulatory Affairs 
Doug.Spilker@ Bayer .com 

Enclosures: 
I. Bayer Report No. 33906 (3 copies paper; I copy CD) 

cc: B. Alexander (EPA)- email 

Bayer HealthCare LLC 
Animal Health 
P.O. Box390 
Shawnee Mission, KS 66201-0390 
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Transmittal Document 

I. Name and Address of Submitter 
BayerHealt)lCare LLC 
Animal Health Division 
Box 390 
Shawnee Mission, Kansas 66201-0390 

Douglas . Spilker, Ph.D. 
Manager, EPA Regulatory Affairs 
(913) 268-2751 

2. Regulatory Action in Which this Package is Submitted 
Submission of one year storage stability (830.6317) and corrosion characteristics 
(830.6320) report, in support of the pending registration of PNR 1427 Insecticide 
(EPA File Symbol 11556-RLL) 

3. Transmittal Date 
March 10, 2011 

4. List of Submitted Studies: 
MRID No. Volume 

48418501 I 

Transmittal PNRI427 03101 l.doc 

Evaluation of Stability and Corrosion Characteristics 
ofM915Jnsecticide, OPPT 830.6317 and 830.6320·, 
Bayer Report No. 33906, Rose, J., 24 pp. (3 paper 
copies; I CD) 

Page I of I 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, D.C. 20460 

BAYER HEALTH CARE LLC 
ANIMAL HEALTH DNISION 
PO Box 390 

October 6, 2010 

SHAWNEE MISSION, KS 66201-0390 

Report of Analysis for Compliance with PR Notice 86-5 

OFFICE OF 
PREVENTION, PESTICIDES AND 

TOXIC SUBSTANCES 

Thank you for your submittal of 24-SEP-10. Our staff has completed a preliminary 
analysis of the material. The results are provided as follows: 

Your submittal was found to be in full compliance with the standards for submission of 
data contained in PR Notice 86-5. A copy of your bibliography is enclosed, annotated with 
Master Record ID's (MRIDs) assigned to each document submitted. Please use these nwnbers in 
all future references to these documents. Thank you for your cooperation. If you have any 
questions concerning this data submission, please raise them with the cognizant Product 
Manager, to whom the data have been released. 
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Bayer HealthCare 
Anima! Health 

Via Federal Express 

September 23, 2010 

Document Processing Desk (REGFEE) 
Office of Pesticide Programs (7504P) 
U.S. Environmental Protection Agency 
Room S-4900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-4501 

Attention: Mr. Richard Gebken/PMIO 
Registration Division (7505P) 

Subject Application for Registration of a New Active Ingredient 
(PRIA Rl 10): Flumethrin Technical (CAS No. 69770-45-2) 

Application for Registration of a Combination (Flumethrin + 
Imidacloprid) End-Use Product: PNR1427 Insecticide 

Dear Mr. Gebken: 

With this application, the enclosed data and labeling, Bayer HealtbCare 
LLC, Animal Health Division (BAH) is requesting the registration of a 
new technical active ingredient- "Flumethrin Technical" containing 
flumethrin (CAS No. 69770~45-2). A second application for registration 
of PNRJ427Insecticide end-use product (flea and tick pet collar) is being 
submitted concurrently with this application for registration of the 
technical active ingredient. The flumethrin technical active ingredient, 
which is also the manufacturing-use product, is for formulation purposes 
ONLY into products with indoor, non-food uses. The "specific use 
pattern" on domestic animals, according to the Pesticide Use Index, is 
determined to be Group Number 99 "Indoor~ Non-Food." 

The proposed Flum.ethrin Technical is considered a "new" active 
ingredient in that it is " ... not currently contained as an active ingredient in 
any EPA registered pesticide product." The ultimate use of this technical 
active ingredient is for formulation into pesticide products on pets (cats 
and dogs), which are considered indoor use patterns by the Agency. No 
flumethrin-containing end-use products are proposed that would be used 
on or come into contact with food and/or feed items. Therefore as 
described in the PRIA Decision Tree, the application for registration of 
this new active ingredient~ Flum.ethrin Technical- falls under the action 
code RllO: "Nonfood use; Indoor." Furthermore, it is our understanding 
that all indoor non-food use products included with this technical active 

Bayer HealthCare LLC 
Animal Health 
P.O. Box390 
Shawnee Mission. KS 66201-03~ 
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Bayer Health Care LLC, Anima.. -~illth Divisiou 
September 23, 2010 

Page2of4 

ingredient application are covered by the base fee in this category, if 
submitted simultaneously. The application for the end-use product, 
PNR1427 Insecticide, is being submitted simultaneously with the technical 
product application, and therefore there should be no additional PRIA fee 
for the PNRI427lnsecticide application. 

Flumethrin, a new active ingredient, is intended as a Technical/ 
Manufacturing Use Product for formulating insecticides for indoor uses 
(on domestic animals; cats and dogs). Flumethrin Technical is proposed 
for use in combinations with other EPA-registered active ingredients (such 
as imidacloprid). PNR/427 Insecticide is a new pesticide end-use product 
combining two active ingredients, imidacloprid and flumethrin, in a pet 
collar formulation. It is intended for the prevention and treatment of public 
health pests, such as ticks and fleas, on kittens, cats, puppies and dogs. 

The Agency is not unfamiliar with this active ingredient and end-use 
product, as Bayer Healthcare has had several pre-registration meetings 
and/or teleconferences with the Agency to discuss these registration 
actions and the specific 40 CFR Part 158 requirements for these products. 
Detailed overviews of the two actions are attached to the respective 
Applications for Pesticide Registration (EPA Form No. 8570-1), and the 
Bayer-EPA interactions will be referenced in the respective sections of 
these overviews, and copies of referenced documents provided. We 
request that copies of the two applications with attachments be 
forwarded to the respective review groups, as we think this 
information could be quite helpful during their review processes. 

Information regarding the benefits of this new active ingredient-containing 
product is contained in the document entitled: "Benefits of Flumethrin 
Active Ingredient and the Imidaclopiid!Flumethrin Collar for Cats and 
Dogs (PNR1427), Bayer report No. 33860," which should allow the 
Agency to make the determination that " ... the use of the pesticide will not 
cause any unreasonable risk to the environment; and the use of the 
pesticide is in the public interest." 

If you have any questions, please do not hesitate to call me at 
913-268-2751. 

Douglas A. Spilker. Ph. D. 
Manager, EPA Regulatory Affairs 
Doug.Spilker@ Bayer. com 
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Enclosures: 

Bayer HealthCare LLC, Anima.. .l!h Division 
Seplember23, 2010 

Page3of4 

I. Copy of Check- Check No. 2000542090 ($209,475.00), cover 
letter, dated 9/20/10, and delivery confirmation, dated 9/21/2010 

2. Application for Registration- Flumethrin Technical 

a. Administrative Volume (Volume 1 on Transmittal 
Document) 

1. Cover letter (Extra Copy) 
n. Copy ofPRIA Payment (Check No. 2000542090) 

111. Application for Registration- Flumetl:uin Technical 
(Form 8570-1), IOpp. w/6 attachments 

IV. Transmittal document 
v. Confidential Statement of Formula, dated 

111!5/2008 (2 copies) 
v1. Certification with Respect to Citation of Data (Form 

8570-34) 
vn. Data Maa·ix (CONFIDENTIAL)- "Fiumethrin 

Active Ingredient Specific, dated 9/20/2010," 7pp. 
viii. Data Matrix (PUBLIC)- "Flumethrin Active 

Ingredient Specific, dated 9/20/2010," 7pp. 
ix. Product label, dated 9/20/2010 (3 copies) 

b. Bayer Reports- ID Nos. 23979, 23980,23940, 14838, 
18186,23941,14837,16302,17815,17817,33853,14967, 
76066,14561,32545,32570,30932,30931,18177, 
201706, 19360, 15285, 19383, 18255, 18968, 35286, 
32775,13252,30322,30686,30517,32365,14173,14174, 
30687, 15461,31492,74691,31489,30951,15198, 14867, 
14368,22813,30971, 15839,22818,22819, 15987,35217, 
35038 (3 copies each) 

3. Application for Registration end-use product PNR1427 
Insecticide 

a. Administrative Volume (Volume 1 on Transmittal 
Document) 

1. Cover letter (Extra Copy) 
11. Application for Registration- PNR1427 Insecticide 

(Form 8570-1), 17pp. w/ 7 attachments 
111. Confidential Statements of Formula (3)- Basic, Alt 

!, and Alt 2, dated 8/25/2010; 2 copies each) 
1v. Transmittal Document 
v. Certification with Respect to Citation of Data (Form 

8570-34) 
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Bayer HealthCare LLC, Anima. dlth Divisiml 
September23, 2010 

Page 4 of 4 

vi. Letter of Authorization from Bayer CropScience 
(for imidac!oprid), dated 917/2010 

vu. Data Matrix (CONFIDENTIAL)~ PNR1427 
Insecticide: "Flumethrin Active Ingredient Specific 
(pages 1-7), Imidacloprid Active Ingredient Specific 
(pages 8-14), and PNR1427 Insecticide Specific 
(pages 15-18); dated 9/20/2010," total pages~ 18 

viii. Data Matrix (PUBLIC)~ PNR1427 Insecticide: 
"Flumethrin Active Ingredient Specific (pages 1-7), 
Imidacloprid Active Ingredient Specific (pages 8-
!4), and PNR1427 Insecticide Specific (pages 15-
!8); dated 9/20/2010," total pages -18 

ix. Product label, dated 9/20/2010 (3 copies) 
b. Bayer Reports~ ID Nos. 33752, 33854, 33855, 33856, 

33857,33749,33750,33800,33826,33805,33806,33824, 
33822,33823,35986,35637,3380!,33802,33803,35630, 
35631,35635,35644,35645,35980,35987,33464,3598!, 
35979,35982,33467,33694,33691,36!72, 15962,35642, 
35643, !57 49, 33860, 33861, 35992, 35118 (3 copies each) 

BAH Cnver ltr F!u-lmi 0923!0_({(lc 
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TRANSMITTAL DOCUMENT 

Name and Address of Submitter: Bayer HealthCare LLC 
Animal Health Div·1sion 
Box 390 
Shawnee Mission, Kansas 66201-0390 

Application for registration of Regulatory action in support of 
which this package is submitted: PNR1427 Insecticide 

EPA Reg. No./File Symbol: Company Number: 11556· XXX 

N/A Alternate Test Material Names: 

Transmittal Date: September 23, 2010 

19-24 Box Count: 

Volume 
Number 

1 

6 

Citation 

Administrative Materials 
• Cover letter (Extra Copy) 
-Application for Pesticide Registration (with Attachments) 
·Confidential Statement of Formula (2 copies) 
-Transmittal Document 
-Certification with respect to Citation of Data (8570-34) 
• Letter of Authorization from Bayer CropScience (imidacloprid) 
- Data Matrix (CONFIDENTIAL) 
-Data Matrix (PUBLIC) 
- Product Label (3 copies) 

Rose, J.E., 2009, Chemistry Evaluation of M915 Insecticide, 
33752 (1 book, 3 copies). 
Chopade, H., 2010, Request for Waiver from the Requirement 
of Acute Oral Toxicity Study- PNR 1427 Insecticide, 33854 (1 
book, 3 copies). 
Chopade, H., 2010, Request for Waiver from the Requirement 
of Acute Dermal Toxicity Study- PNR 1427 Insecticide, 33855 
(1 book, 3 copies). 
Chopade, H., 2010, Request for Wa1verfrom the Requirement 
of Acute Inhalation Toxicity Study- PNR 1427 Insecticide, 
33856 (1 book, 3 copies). 
Chopade, H., 2010, Request for Waiver from the Requirement 
of Acute Eye Irritation Toxicity Study- PNR 1427 Insecticide, 
33857 (1 book, 3 copies). 
Durando, J., 2009, Primary Skin Irritation Study in Rabbits, 
33749 (1 book, 3 copies). 

Bayer HealthCare LLC 
Page 1 of 5 

MAID Number 

48240101 

48240102 

48240103 

48240104 

48240105 

48240108 
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Volume 
Number 

8 

Citation 

Durando, J., 2009, Dermal Sensitization Study in Guinea Pigs 
(Buehler Method), 33750 (1 book, 3 copies). 

MRID Number 

48240107 

9 
Madsen, T.J., 2010, Safety of PNR 1427 in adult cats, 33800 (1 

___ 7bO"oo"'k"'-'-'3'-'c"'o"'p"'ie'-'s'f) ·""'~:---:--c-:--;o---=--coc-==:---- 48240108 __ 
Madsen, T.J., 2010, Amendment to Bayer Report No.33800-

10 

11 

12 

13 

t4 

15 

16 

17 

18 

19 

20 

21 

Safety of PNR1427 in Adult Cats, 33826 (1 book, 3 copies). 
Madsen, T.J., 2010, Safety of PNR 1427 in Adult Dogs, 33805 
(1 book, 3 copies). 
Madsen, T.J. & Chopade, H., 2010, Safety of PNR1427 in 
Puppies, 33806 (2 books, 3 copies). 
Madsen, T.J., 2010, Safety of PNR 1427 in Kittens, 33824 (2 
books, 3 co ies . 
Madsen, T.J., 2010, Safety of PNR1427 With Reflectors in 
Puppies, 33822 (1 book, 3 copies). 
Madsen, T.J., 2010, Safety of PNR1427 with Reflectors in 
Kittens, 33823 (1 book, 3 copies). 
Delport, P.C., 2010, Target animal safety with a PNR 1427 
collar with and without reflectors when applied once to adult 
cats, 35986 (1 book, 3 copies). 
Bach, T., 2010, Target Animal Safety With A 10% lmidacloprid 
+ 4.5% Flumethrin Collar With or Without Reflector Clips 
Applied Once To Adult Dogs, 35637 (1 book, 3 copies). 
Everett, W.R., Davis, W.L., & Settje, T.L., 2010, Efficacy of 
PNR1427 Against Tick (Dennacentor variabilis, Rhipicephalus 
sanguineus) and Flea Infestations on Dogs, 33801 (1 book, 3 
co ies. 
Everett, W.R., Davis, W.L., & Settje, T.L., 2010, Efficacy of 
PNR1427 Against Tick (Amblyomma americanum) and Flea 
Infestations on Cats, 33802 (1 book, 3 copies). 
Everett, W.R., Davis, W.L., & Settje, T.L., 2010, Evaluation of 
the Effects of Shampooing or Water Immersion on the Efficacy 
of PNR1427 Against Flea (Ctenocephalides felis) and Tick 
(Dermacentor variabilis, Rhipicephalus sanguine us) Infestations 
on Dogs, 33803 ( t book, 3 copies). 
Strube, K., Stanneck, D., Schroeder, 1., & Kruedewagen, E., 
2010, Efficacy of a 10% imidacloprid I 4.5% flumethrin collar 
against experimental tick (Ixodes ricinus) and flea 
(Ctenocephalides felis) infestations in cats, 35630 (1 book, 3 

Bayer HealthCare LLC 
Page 2 of 5 

48240109 

48240110 

48240111 

48240112 

48240113 

48240114 

48240115 

48240118 

48240117 

48240118 

48240119 
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Volume 
Number 

22 

23 

24 

25 

26 

27 

28 

29 

30 

Citation 

Strube, K., Stanneck, D., Schroeder, 1., & Kruedewagen, E., 
2010, Efficacy of a 10% imidacloprid I 4.5% flumethrin collar 
against experimental tick (Ixodes ricinus and Rhipicephalus 
sanguineus) and flea (Ctenocephalides felis) infestations in 
dogs, 35631 (1 book, 3 copies). 
Wolken, S., & Stanneck, D., 2010, Efficacy of a 10% 
imidacloprid I 4.5% flumethrin collar against experimental tick 
(Ixodes ricinus) and flea (Ctenocephalides felis) infestations in 
cats, 35635 (1 book, 3 copies). 
Rass, J. & Stanneck, D., 2010, Evaluation of the Efficacy, 
Persistency and Safety of "lmidacloprid 1 0%/Fiumethrin 4.5% 
Collar" in Cats Naturally Infested with Fleas and/or Ticks in a 
Multi-Centric Clinical Field Study in the EU, 35644 (1 book, 3 
co ies. 
Rass, J. & Stanneck, D., 2010, Evaluation of the Efficacy, 
Persistency and Safety of "lmidacloprid 10%/Fiumethrin 4.5% 
Collar' in Dogs Naturally Infested with Fleas and/or Ticks in a 
Multi-Centric Clinical Field Study in the EU, 35645 (1 book, 3 
co ies. 
Strube, K. & Schroeder, I., 201 0, Onset of Efficacy of a 1 0% 
lmidacloprid/ 4.5% Flumethrin Collar on Cats When 
Experimentally Infested with the Cat Flea Ctenocephalides felis 
(C. felis), 35980 (1 book, 3 copies). 
Kok, D.J., 2010, Onset of Efficacy of an lmidacloprid/Fiumethrin 
Collar Formulation Against Fleas (Ctenocephalides felis) on 
Dogs, 35987 (1 book, 3 copies). 
Turberg, A. & Settje, T., 2010, Comparative in-vitro study of 
flumethrin efficacy against two Ixodes species in a glass vial 
contact assay, 33464 (1 book, 3 copies). 
Strube, K., 2010, Onset of efficacy of a 10% lmidacloprid/ 4.5% 
flumethrin collar on cats when experimentally infested with 
Ixodes ricinus(/. ricinus}, 35981 (1 book, 3 copies). 
Ketzis, J. & Schroeder, 1., 2010, A controlled, randomized study 
to confirm the efficacy of lmidacloprid/Fiumethrin containing 
collars against artificially induced infestations of Ixodes ricinus 

MAID Number 

48240120 

48240121 

48240122 

48240123 

48240124 

48240125 

48240126 

48240127 

48240128 

-~~-';:oO;'n.:,b'Ce"'a'lo!ge71e..,s';;, 3'0:5:;:9;;7_"9~(L'1.:.b~o"o';'k~, 3~c"'op,.i"es"'):.C. ~=-=,-;----;----c=~;;;-. ___ ~- _ 
Strube, K., 2010, Onset of Efficacy of a 10% lmidacloprid/ 4.5% 

31 
Flumethrin Collar on Dogs when Experimentally Infested with 
Ixodes ricinus and Rhipicephalus sanguineus, 35982 (1 book, 3 
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Volume 
Number 

32 

33 

34 

35 

36 

37 

38 

39 

40 

4t 

42 

Citation 

Turberg, A., 20t 0, Comparative in-vitro study of efficacy of a t : 
t.85 flumethrin : imidacloprid mixture against larvae, nymphs 
and adults of I. ricinus and R. sanguineus and larvae and adults 
of D. reticulatus ticks in a glass vial contact assay, 33467 (t 
book, 3 co ies . 
Ketzis, J. & Stanneck, D., 20t0, A Controlled, Randomized 
Study to Confirm the Efficacy of lmidacloprid/Fiumethrin 
Containing Collars Against a Natural infestation of Dog Lice 
(Trichodectes canis) on Mixed Bred and Purebred Dogs, 33694 
t book, 3 co ies . 

Fourie, J.J., 20t 0, Evaluation of the Efficacy of an 
lmidacloprid/Flumethrin Collar Formulation on Dogs with 
Naturally Acquired Infestations of Sarcoptes scabiei, 3369t (t 
book, 3 co ies . 
Kruedewagen, E., 20t 0, In-vitro Efficacy of Hair Coat Samples 
From Cats and Dogs Treated with lmidacloprid t O%/Fiumethrin 
4.5% Collars Against Ticks (R. sanguineus), 36t72 (t book, 3 
co ies. 

MAID Number 

48240130 

48240131 

48240132 

48240133 

Gyr, P. & Hopkins, T., t995, Residues of BAY t 739t t 0% w/v 
Spot-on in the Coat of Dogs at Various Times After Treatment, 4824 
t5962 (t book, 3 copies). 0134 
Delport, P.C., 20t 0, Serum and Hair Coat Kinetics of an 
lmidacloprid t O%/Fiumethrin 4.5% Collar in Cats, 35642 (t 
book, 3 copies). 

48240135 

Delport, P.C., 20t 0, Serum and Hair Coat Kinetics of an 
lmidacloprid t 0%/Fiumethrin 4.5% Collar in Dogs, 35643 (t 
book, 3 copies). 48240136 

Jacobs, D.E., t995, lmidacloprid Spot-on t 0% (BAY t 739t) for 
the Control of Fleas on Dogs- Clinical Field Study, t5749 (t 
book, 3 copies). 
Spilker, D.A., & Davis, W.L., 20t 0, "Benefits of Flumethrin 
Active Ingredient and the lmidacloprid/Fiumethrin Collar for 
Cats and Dogs (PNRt427)", 33860 (t book, 3 copies). 

48240137 

48240138 

Lunchick, C., 20t 0, Occupational and Residential Exposure 
and Risk Assessment for PNR t427 Dog and Cat Collars 
Formulated with lmidacloprid and Flumethrin, 3386t (t book, 3 48240139 
co les. 
Stanneck, D., 20t 0, Dosage of the imidacloprid t 0%/flumethrin 
4.5% collar and release of the active ingredients over time in 
cats and dogs- Review Compilation, 35992 (t book, 3 copies). 
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Volume 
Number 

43 

Citation 

Kruedewagen, E., 20 tO, Soluble Surface Content of Flumethrin 
and lmidacloprid of a Collar Containing 10% lmidacloprid plus 
4.5% Flumethrin After Seeing Worn by Cats for Different Time 
Periods, 35118 (1 book, 3 copies). 

Company Official: Douglas A. Spilker, Ph.D., Manager 
EPA Regulatory Affairs 

Company Name: 

Company Contact: 

Bayer HealthCare LLC 
Animal Health Division 

Douglas A. Spilker, Ph.D. 
Phone: (913) 268-2751 
Fax: (913) 268-2135 
Email: doug.spilker@bayer.com 
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40! MStn:et,S.W. 
WASHINGTON, D.C. 20460 Fonn 

lNo. 
i 1 Act I : ; ; 
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" ~1, ~ 
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~f-i}"'' 1)1.~ 
Produce Ing~ent: Flumethrin (CAS ) 

• ; ; i,7i lmidae!oprid (CAS 138261-41-3) 
390 • 

Shawnee Mission, KS 66201-0390 • :;;~·,,, 

• ..... 
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~· ~· 
Flumethrin Active 1 . 7) 
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~ ~ iii i ~ 'I ~ ·~ ~ ~ ~ -rn 
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;;;;;;, J556 ·awN 
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Shawnee Mission, KS 66201.0390 

Guidelint: 

830.7560 
830.7570 

Guideline Study Name 

Partition coeff~eient (n-octano!Jwater) 

Acute toxicity estuarine and marine organisms 

BAH CONFIDENTIAL Data matrix PNR1427 Au-lmi-EP 1103IO.doc 

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
401 M Street, S.W. 

MRID 
Number 

48240202 

WASHINGTON, D.C. 20460 Fonn 

• 
• 
• 

Submitter Status 

11556 OWN 23980 (BR 2624) 

,DC 

Aumethrin (CAS 69770-45-2) 
lmidacloprid (CAS 13826 t-41-3) 

" 
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a UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
401 M Street, S.W. 

WASHINGTON, D.C. 20460 Form 
No. 2070-0060 ,. 

' o0.2S "~' 
.. 

:.~·~" I ~'::.60. 0o , ; [:;,;, ,, "'-~~~: Mana,ement Division ' ,DC 

' EPA! ' '"" 3 of 18 

I :.~~:-~x 390 

,u.c Product: Ingredient: ' ) 

• 
_;_~~~;r:,T~M•:~"tpi~f~l~) 

hnidacloprid (CAS 138261-41-3) 
• 

Shawnee Mission, KS 66201-0390 • 

Guideline Study Name MRID Submitter ... ., 
Number 

Nombo• 

::~ 'lif")<IO' N.A. 

Foh• N 

'N 

~ 
I ;N 

I ~q"''', ' N.A. 

' 

~ ~ 
' "''"''' N.A. 

~ 
~I • 

N.A. 

Hooey I '" foti•g• I N.A. 

RoW I N.A. 

·TO~t0iij;~~nli58.500- . 
870.1100 Acute oral toxicity 

~· 48240203 11556 OWN 76064 (ID 23940) 
48240204 11556 OWN 14838 Supplemental 
48240205 11556 OWN 18186 SupPlemental 

870.1200 Acute dermal toxicity 48240206 11556 OWN 76065 (10 23941) 

48240207 11556 OWN 14837 Supplemental 
870.1300 Acute inhalation toxicity- rat 48240208 11556 OWN 16302 

48240209 11556 OWN 17815 Pilot study 

Pilot study 
48240210 11556 OWN 17817 

BAH CONFIDENTIAL Data motriJI. PNR1427 Au-Imi-EP 110310.doc 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Form 

No. 2070-0060 

]; o foil ; s and .025 hours per response 

~~:- to: Director, OPPE Information M Street, S.W., Washington, DC 

DATA 

D•l" oSymbol• I Po,o 4 of 18 

Bayer Health Care, LlC Product: PNR1427lnsectidde Flumethrin (CAS 6977045-2) 
Animal Health Division • Flumethrin Technical (pages I -7) lmidacloprid (CAS 138261-41-3) 
P.O. Box 390 • lmidiiCloprid Teclrlical (pages 8 -14) 
Shawnee Mission, KS 66201-0390 • PNR1427 lnsecticide(pages 15-18) 

Guideline Study N~ MRID 
Number 

Submitter """' 1 Roport N~b" Comments 

1556' b\iiN "''' 1556 OWN -14967 II'"'' = 1556 OWN j61Jii6, 
1556 owN 14561 

I ~ N.R.-No<w• 
.....-;:;;;;- :-;;;- ii556 OWN I 201861, N.R.-No! 

87o:Ji00 = Noornl o.pooore 

·.-:- N.R.-i 
; N.R.-i 
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fil ~:: "'" ~ ~ ""' I . ; 
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lili6 -·ovm IS28S 

~ ml 

i I I ~ 
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i fu ID 19383 

-mbbll OWN '"'" 
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UNITED STATES ENVIRONMENTALPROTECflON AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Fonn 

I ;;;- h '""'~ 
I ~gpp~f~ '0.25 '""' ,, o;'"'" (2137), u.& i ·~~:~ .~ 

DATA 

I EPAR.,.N~ ~ I o,.., S of 18 

~l~' ' I 
• Flumethrin Technical (pages I -7) bnidacloprid {CAS 138261-41-3) 
• lmidacloprid Technical (pages 8 -14) 

Shawnee Mission, KS 6620 1·0390 • PNR1427 Insecticide {p;;g~-15- IS) 

GuideliiUl Guideline Study Name MRID Submitter . .. ., Report Number Comments Number 

BAH CONFIDENTIAL Data matrix PNRI427 Au-lrni-EP I !0310.doc 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street. S.W. 
WASHINGTON. D.C. 20460Forrn 

~D~~~ reP_Orti~g t collection of information U estimated to averal!e 0.25 hours 
educing thi: burden to: Director, OPPE Information Management Divisioii (2137), U.S. 

I o .. e 
Bayer Health Care, LLC 
Animal Health Division 
P.O. Box 390 
Shawnee Mission, KS 66201.()390 

Guideline Study Name 

Aerobic aoualic 1 li 
'caquatic1 i 

BAH CONADENTIAL Dato matrix PNR1427 Ru-lmi-EP 110310.doc 

MRID 
Number 

~RL 
• Aumethrin Technical (pages I -7) 
• 1midacloprid Technical {pages 8 ·14) 
• PNR1427lmecticide (pages 15 -18) 

Submitter Status Report Number 

""' 

Comments 

I wwoo 

" "" ' 

I N"A 

~ 
NA 
N,A, 

~ 
N.A. 

NA 

, N.A. 
I N.A. 

{CAS 138261-41·3) 
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Ill UNI'IED STATES ENVIRONMENTAL PROTECTION AGENCY 
401 M Street,S.W. 

WASHINGTON, D.C. 20460 Fonn 
No. 

; ~~~I ' . 
"'!'2 '""' ' """!"" 

I io;oo. "' . ~ fo~redocl•g lhe b~do" lo' ; ; Prorection Agency, 401 M Sueet,: ,DC 

DATAl 
o .. , 1,2010 EPA . ,,,..,,, . ..., ''"' 
~~;,;;;~~~~J' o;;;~ Product: Flumethrio (CAS 69770-45-2) 

• ':i?w, lmidadoprid(CAS 138261-41-3) 

~h~~~=~issioo, KS 66201-0390 
• 
• '15- I 

Guideline Study Name MR!D Submitter '""" Num~r 

BAH CONFIDENTIAL Data matrix PNR\427 Flu-lmi-EP ll0310,doc 
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dfuoro~-

' o ... 
Bayer Health Case, U.C 
Animal Health Division 
P.O. Box 390 
Shawnee Mission, KS 6620i.Q390 

I N•mb.• 
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61-3 

62-1 

62-2 

62 

Guideline Study Nlllml 

Chemical identity 

Slatement 

li i 

Certification of limits 

; 

"" . 

BAH CONFIDENTIAL Data matrix PNR1427 Au-lmi-EP il03IO.doc 

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
401 M Street, S.W. 

WASHINGT'ON, D.C. 20460 Form 
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; "'" :;;~)~ '"''"" 

DATA~ 

~= 
• Aurnethrin Technical (pages 1-7) 
• lmidacloprid Teclmical (pages 8 -14) 
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MRID Submitter Slot .. 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street,S.W. 
WASHINGTON, D.C. 20460 Form 

No. 2070-0060 

I i~ n;;· 
; 'A« I · is estimaled to average 0.25 hours per response for regbtration ;!£tivities and .025 hour$ per leSponse 

• t i 
'~-~~-

; ~-ih:: -burden to: Director, OPPE lnfonnation Management Division (2 137), U.S. Environmental Protecli011 Agency. 401 M Street, S.W., Wuhington, DC 

DATAl 

""" ,,~ EPA i p.., 9 of 18 
u.c ) I ;~;::f~'" · ~ · • Flumethrin Technical (pages I -7) lmidacloprid (CAS 138261-41-3) 

• lmidacloprid Technical (pages 8 -14) 
Shawnee Mission, KS 6620 I -0390 • PNRI427lnsecticide (pages IS- 18) 

. 
Guideline Guideline Study Name MRID Submitrer Sm"" 

Number 
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63-11 o;;.,,J, --,-.. 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street, S.W. 
W ASHfNGTON, D.C. 20460 Fnrm 

, "· 
roi · 

d ~Act Notice: 
Management -Divisioil~f~~), and.(l25! 

' . ,~,,;; ,;;;;;,:;-;;;~-;:;:::,!"""'''' ,,;, ' ' ,401 M 
20.60: 

DATAM@!j 

D"'" I EPAR"I 'I I '"" 10 ofl8 

~~~:,~1~""'"''~~ 
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· I T~holo>i (oo2-i7~41 • lmidacloprid (CAS 138261·41·3) 

• ; 
Shawnee Mission, KS 66201-0390 • , 15--ISl 

GuideliM Guilkline Study Name MRIO Submitter s .. .., ... Number 

72-l(b) ' Fl•h 
-'"' I N.A. 

72-Uol o,,,,,, I N.A. 
n:2lhl . ; I.A. 
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NA 
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• UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
401 M Streel, S.W. 

WASHINGTON, D.C. 20460 Form 
IN• 

' ; ,'J;;~ •. "'" '':"~'" I ~"'· .,-,,,;;,,,.; r;.;.;~o,"'-~;: . """' • ; I .oc 

~ 
D~ ~ ~ EPA R<gl """llofl8 

~~~:~~·~~~;;:.~ 
Product: lrlgrulient: Rumethrin (CAS 6977045-2) 

• 
'iD~i\ 

lmidacloprid (CAS 1311261-41-3) 
• ; I 

Shawnee Mission, KS 66201..()390 • o IS- I 

···-·· 
Guideline Study Name MRID Submitter '"'"" Nlllllber 

rabbit/rat 

Chronic rodenl 

BAH CONFIDENTIAL Data matrix PNR1427 Ru-Imi-EP 1103IO.doe 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street,S.W. 
WASHINGTON, D.C. 20460 Form 

iOM~ 
[,:", !;~ ; '"'" ' '· 401 M '""' s.w.:·:;:;:,:, oc 
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~ ~ ., (CAS 

• . J ~~"' I }) lmidacloprid (CAS I 
• 

Shaw~~eeMission, KS 66201-0390 • · · ;-;,·_·IS) 

Guideline Study Name MRID 
Numbu 

Submitter ,,..., 
Comments 

,._,,,, ~ 1If Ji 
264 ffiR R<oOrtNo.I00021 

Ri i ~ 
84-2lbl 
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I 
R<oort No. 1112654 

I Fe ~ "''"" 264 PER '· 98573 
84-4 
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,, 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Fonn 

Approved OMB No. 2070-0060 
Paperwork Reduction Act Notice: 'The public reporting bunien for Ibis colle<:tlon of infonnation is estimated to average 0.25 hours per response for registration activities and .025 hours per resJ)OIUe 
for infonnati.on, including suggestions for reducing the burden to: Director, OPPE Information Management Division {2137), U.S. Environmental Prole!:: lion Agency, 401 M Street, S.W., Washington, DC 
20460. Do not send the form to the address. 

Date: November3,2010 

Bayer Healtb Care, Ll.C 
Animal Health Division 
P.O. Bo:~~:390 
Shawnee Mission, KS 6620t·0390 

Guideline 
Reference 
Number 

Guideline Study Name 

BAH CONFIDENTIAL Data matrix PNR1427 FJu-Imi-EP 110310.doc 

DATA MATRIX- CONFIDENTIAL VERSION 

MRID 
Number 

EPA Reg No.JFIIe Symbol: 11556-RLL 

Product: PNRJ427l~tttdkidt 

• Aumetbrin Technical (pages I -7} 
• lmidacloprid Technical {pages 8 -14) 
• PNR1427 fnsectlcide(pages 15-18) 

Submitter Status Report Number 

Page 13 of 18 

Ingredient: Aumethrin (CAS 69770-45·2 ) 
Imidacloprid {CAS 138261-41·3) 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Fnnn 

Approved OMB No. 2070-0060 

Paperwork Reduction Act Notice; The public reporting burden forth is collection of information is estimated to average 0.25 hours per response for registration activities and .025 hours per response 
for information, including sugge.o;tions for reducing the burden to: Director, OPPE lnfonnation Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washington, DC 
20460. Do not send the fonn to the address. 

DATA MATRIX-CONFIDENTIAL VERSION 

Date: November 3, 2010 EPA Reg NoJFile Symbol: 11556-RU.. P•ge 14 of IS 

Bayer Health Care, LLC Product: PNR1427ln!eclicide Ingredient: Aumethrin (CAS 69770-45-2) 
Animal Health Division • AumethrinTochnical (pages 1·7) bnidacloprid (CAS 138261-41-3) 
P.O. Bm: 390 • lmidacloprid Technical (pages 8 -14) 
Shawnee Mission, KS 66201-0390 • PNRI427 lusecdcide (pages 15- 18} 

Guideline Guideline Study Name MRID Submitter ...... Report Numbu Comments Reference Number 
Number 

~ 
~ ~ 

BAH CONFlDENTIAL Data matrix PNRI427 Au-Imi-EP 110310.doc 
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Shawnee Mission, KS 66201-0390 

Guideline Guideline Study Name 

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
401 M Street, S.W. 

MRID 
Number 

WASHINGTON,D.C. 20460Form 

• Flumethrin 
• 
• 

Submitter Status 

15-18) 
.;ll ~··· 

PNR~ 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 MStreet,S.W. 
WASHINGTON, D.C. 20460 Form 

App10ved OMB No. 2070-0060 

Paperwmk Reduction Act Notice: The publk: reporting burden for this ool\ectioo of information is estimated to average 0.25 hours p¢r respoose for registration activities 1111d .025 hours per response 
for information, including suggestions for reducing the burden to; Director, OPPE Information Management Division (2137),-U.S. Environmental Protection Agency, 40\ M Street, S.W., Washington, DC 
20460. Do not send the fOI'Tll to the address. 

DATA MATRIX-CONFIDENTIAL VERSION 

Date: November 3, 2010 EPA Reg No.IFfle Symbol: l\556-RLL p"" \6 of \8 

Bayer He~tlth Care, LLC Product: PNRJ427Iusecticide Ingredient: Aumethrin (CAS 69770-45-2) 
Animal Health Division • Aumethrin Technical (pages I -7) Jmidacloprid (CAS 13826\-41·3) 
P.O. Box 390 • lrnidac\oprid Technical (pages 8 -14) 
Shawnee Mission, KS 66201-()390 • PNR\427\nse!:ti<:ide (pages 15 -18) 

Guideline Guideline Study Name MRID Submitter , .. .., 
Report Number Conunents 

Refercmce Number 
Number 

~~ ; 

I pH 
N.A.-; 
,~ ""'hoo . 
. . 

N.~-1 ; '''"~ 
83~r .~ 

~ ~ ; 

Partition coefficient (o-octanoVwaler) N.A. TGA\Only 

~-
N.A.- TGAI Only 

··~ ·.. (. .J. ~A? .?. .;; 
~AIOoly;· 

;<. ; . .· 
!1556 OWN 33854 

o <oxlcily 

II 
11556 

=i 
33855 

~ 
'io>kicy- Ul 

l i.1: Prim">' 

~ . ; 

BAH CONFIDENTIAL Data matrix PNR1427 Flu-lmi-EP Jl03l0.doc 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHINGfON, D.C. 20460 Form 

Approved OMB No. 2070-0060 
Paperwmk Reduction Act Notice: The public reporting burden for this colk:ction ofinfonnab"on is ll.'ltimated to average 0.25 hours per response for registration activities and .025 hours per response 
for infonnatioo, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Protection Asency, 401 M Street, S.W., Washington, DC 
20460. Do not send the form to the address. 

DATA MATRIX-CONFIDENTIAL VERSION 

EPA Reg No.IFUe Symbol: 11556-RLL Page 17of18 Date: November 3, 2010 

Bayer Health Care, LLC 
Animal Health Division 
P.O. 8011. 390 

Product: PNR1427 Insecticide 
• Flumethrin Technical (pages I -7) 

ID,;redient: Flumethrin (CAS 69770-45-2 ) 
bnidacloprid (CAS 138261-41-3) 

Shawnee Mission, KS 66201-0390 

Guideline 
Refenmce 
N~b« 

Guide tine Study Name MRID 
Number 

~17 

t===±==========t~ 119 

BAH CONFIDENTIAL Data matrill PNRI427 Flu-lmi-EP 110310.doc 

•• 

• lmidacloprid Tt:ehnical (pages 8 -14) 
• PNRI427lnsecticide (pages 15 18) 

Submitter Status Report Numbtlr 

11556 

!1556 
OWN I "'"' 

OWN 

Comments 

I N.R. 

"""' 
I! a( 

Rofl~'" ' I< "'" 

.,.,, 
'"'' 

"'"'"' 
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II 
UNITED STATES ENVIRONMENTALPROTECilON AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Form 

Approved OMB No. 2070-0060 

Paperwork Reduction Act Notice: 1be public reporting bunlen for this colleclim of information is estimated to averllge 0.25 hours per response for registration activities and .025 hours pet response 
for information, including SU§tStiOns for reducing the burden to: Director, OPPE Information Management Division {2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Wa:shington, DC 
20460. Do not send the form to the address. 

DATA MATRIX- CONFIDENTIAL VERSION 

Date: November 3, 2010 EPA Reg No./Fil:e Symbol: 11556-RLL p ... IS of 18 

Bayer Health Care, LLC Product: PNR14271usecticide Ingredient: Aumethrin (CAS 69770-45-2 ) 
Animal Health Division • Flumethrin Technict\1 (pages I -7) lmidadoprid (CAS 138261-41-3) 
P.O. Box 390 • lmldacloprid TechniCill {pages 8 -14) 
Shawnee Mission, KS 66201-0390 • PNRI427lnscct!cide (pages 15 -18) 

Guideline Guideline Study Name MRID Submitter Status Rep!H't Number Conxnents 
Referern:e Number 

• Number 

I""" of """ (oom'dl 11SS6 OWN 35980 '""'. 11SS6 OWN "'" '"'"'' ' '''"' 11556 OWN 
1 "'"' '"""I 

11556 OWN 1 ""I 
'"""' I 11556 OWN 35979 Tk"• . i i 

~ )1556 OWN 35982 
ISS OWN '"" OWN ~ 

J) OWN 
OWN 

i 155 OWN I ' 
ISS OWN 

~·. • ISS OWN 

~/;: 

I ····~ 
.. . 

N_~ • ' ill= 
' 

AJ V/_4. ~/.fl' Douglas A. Spilker 
,~.· ff N•v· .:Zo;o 

I 

BAH CONFIDENTIAL Data matrix. PNRI427 Flu-bni-EP 110310.doc 
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Memorandum 

Date: 0'6 I e><f I 11 

To: ___ PuH__,___,i.o:.O _____ , Regulatory Manager 

From: Information Services Branch, ITRMD 

Your receipt of this data submission is not an 
indication that MRIDs for the enclosed studies have 
been posted to OPPIN. 

We expect that it will be approximately 5 days 
from the above date before the study-level data is 
available in OPPIN. 

If you have any questions about this process, 
please contact Teresa Downs (305-5363). 

This is a: ci fully accepted submission 
D partially accepted submission 
D rejected submission 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

WASHINGTOI·.J, D.C 20460 

BAYER HEALTH CARE LLC 
PO .BOX: 390 

SHAWNEE MISSION, KS 66201-0390 

August 22, 2011 

Report of Analysis for Compliance with PR Notice 86-5 

OFFICE OF CH8...11CAl SAfETY 
.AND POLLUTION PREVENTION 

Thank you for your submittal of 18-AUG-11. Our staff has completed a preliminary analysis 
of the material. The results are provided as follows: 

Your submittal was found to be in full compliance with the standards for submission of data 
conta'1ned in PR Notice 86-5. A copy of your bibliography is enclosed, annotated with Master 
Record !D's (MR!Ds) assigned to each document submitted. Please use these numbers in all future 
references to these documents. Thank you for your cooperation. If you have any questions 
concerning this data submission, please raise them with the cognizant Product Manager, to whom 
the data have been released. 
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Administrative 
Materials 
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Viii Federal Express 

September 20, 2010 

U.S. Bank 
Government Lockbox 979074 
1005 Convention Plaza 
SL-MO-C2-GL 
St. Louis, MO 63197 

(314) 418-4990 

Subject: U.S. Environmental Protection Agency 
PRIA Registration Service Fee -New Active Ingredient 
Rl 10: Nonfood Use; Indoor 
Bayer Product: Flumethrin Technical 
Bayer Company No. 11556 

Dear Sir or Madam; 

Please find enclosed the appropriate PRIA Service fee for the subject 
application for registration of Flunzethrin Technical (Bayer Reg. No. 
11556-XXX) and the respective end-use productPNR1427 Insecticide 
being submitted to the appropriate address at the Envirorunental Protection 
Agency in Washington D.C. 

If you have any questions, please do not hesitate to call (91 3-268-2751). 

Doug! A. Spilker. 
Manager, EPA Regulatory Affairs 
Doug.Spilker. b@ Bayer.com 

Endosme: Check No. 2000542090 ($209.475.00) 

Bayer HealthCare LLC 
Animal Health 
P.O. Box 390 
Shawnee Mission, KS 66201-0390 
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21-~~.Y Screen Completed by 
Contractor 

21-Day Expires on Jf)-;5-;o 

Jacket # I I !Jb? - tLL 
MRID# Lf'j;J. tfo f 

Content Screen: Recommended to 
lPas&Fail 

86-5 Review: Passed1'Failed/NA 

Transfer This Jacket to: 
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PRIA 2-21 Day Content Screen Review Worksheet 
(EPA/OPP Use Only) 

3/23/09 
21 Day Screen Start Date: ___ _."tc_·_.Z,_<-"ctc---'/-"Cl'----=---.-
Experts In-Processing Signature: rzt= J-b.,., .~.v&TON Date 7- 2 7 ~/ tJ Fee Paid: Yes 
Division management contacted on issues No Yes Date 

EPA Reg. Number: II ~s-ft,- RLL EPA Receipt Date: 7-21./-/0 
Items for Review Yes No NIA* 

1 
Application Form (EPA Form 8570-l)(link to form) signed & complete x including package type 

Confidential Statement of Formula all boxes completed, form signed, and x dated (EPA Form 8570-4) (Link to form) 
2 

a) All inerts (link to http://www.epa.gov/opprdOO llinertsl), yes no 
including fragrances, approved for the proposed uses (see x Footnote A) 

3 
Certification with Respect to Citation of Data (EPA Form 8570-34) (Link to x form) completed and signed (N/A if 100% repack) 

Certificate and data matrix consistent )( 
If applicant is relying on data that are compensable, is the offer yes no 

to pay statement included. (see Footnote B) 

If applicable, is there a letter of Authorization for exclusive use only. 
Formulator's Exemption Statement (EPA Form 8570-27) (Link to form) 

X 4 completed and signed (N/A if source is unregistered or applicant owns the 
technical) 

Data Matrix (EPA Form 8570-35) (Link to form) both internal and external x copies (PR 98-5) (Link to PR 98-5) completed and signed (N/A if 100% 
repack) 

5 
yes no 

·_. ;~~ <;'_ • 
. . 

a) Selective Method (Fee category experts use) ><-
b) Cite-All (Fee category experts use) -_./','' '!~···', ... 
c) Applicant owns all data (Fee category experts use) ,. '->' ·· .. 

.,._ ':: 
i • 'i 

5 Copies of Label (link to httQ:flwww.eQa.gov/og[!feadlllabelinellrmD x 6 (Electronic labels on CD are encouraged and guidance is available)( link to 
http://www.epa.gov/pesticides/regulating/registering/submissions/index.htm#labels 
) 



120

7 Is the data package consistent with PR Notice 86-5 (link to PRN 86-5) X: 
Notice of Filing (link to 

8 htif1://www.eJ!a.gov/nesticides/regulating/tolerance J!etitions.htm) included 

~ with petitions (link to 
http://www .e pa.go v /pesticides/regulating/to leran ces.h tm) 

9 
If applicable for conventional applications, reduced risk rationale (link to ?( 
http://www.epa.gov/opprdOOl/workplan/reducedrisk.html) 

Required Data (link to X h ttl!:: I !www .eQa.go v /I!esticides/regula tin21' data reguirements.htm) and/or 
data waivers. See Footnote C. 

a) List study (or studies) not included with application 

10 

2 
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Comments: 

(UZftl"Sifi-ftr-.1-1 )'!Oilfit:'l) ot '66-S D'6f:o:;:o-oe-<:, 1 ~ (jj(2f-ric:i7so 

jlr\tfH ff2--; DfL IV CLOSe' ol- /)051.NC:S5 o,.J 10 /5/JO. A-LL 

f;{1 ! 0 j); {) 

Y"!ati) LfBt.- 4ol 

'N/A- Not Applicable 

Footnotes 

A. During the 21 day initial content review, all CSFs will be reviewed to determine 
whether all inerts listed, including fragrances, are approved for the proposed uses. If an 
unapproved inert is identified, the applicant must either 1) resolve the inert issue by, for 
example, removing the inert, substituting it with an approved inert, submitting 
documentation that EPA approved the inert for the proposed pesticidal uses, correcting 
mistakes on the CSF, etc. or 2) provide the data to support OPP approval of the inert or 3) 
withdraw the application. Removing or substituting an inert ingredient will require a new 
CSF and may require submission of data. All information. forms. data and 
documentation resolving the inert issue must have been received by the Agency or the 
application withdrawn within the 21 day period, otherwise. the Agency will reject the 
application as described below. 

To successfully complete this aspect of the 21 day initial content screen, applicants are 
strongly encouraged to verify that all inert ingredients have been approved for the 
application's uses even if a product is currently registered by consulting the inert Web 

3 
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site [link to http://wvvw.epa.gov/opprdOO l!inerts/lists.html] and if the inert is not 
approved, to obtain the necessary inert approval prior to submitting an application 
to register a pesticide product containing that inert ingredient. Some inert 
ingredients are no longer approved for food uses or certain types of uses. The name 
am:l/or CAS number on a CSF must match the name and CAS number on this web site. 
Simple typographical errors in the name or CAS number have resulted in processing 
delays. 

If an inert is not listed on the inert ingredient web site and the applicant believes that the 
inert has been approved, the applicant should contact the Inert Ingredient Assessment 
Branch (IIAB) at inertsbranch@epa.gov and resolve the issue. Copies of the 
correspondence with IIAB resolving the issue should accompany the application. All 
new inerts except PIP inerts are reviewed by IIAB. The IIAB should also be contacted 
for any questions on what supporting data needs to be submitted for and the Agency's 
inert review process. Questions on PIP inerts should be directed to the Chief of 
Microbial Pesticides Branch [Link to 
http :1/www. epa. gov I opp bppd 1/biopesti cides/ contacts bppd.htrn] . 

When a brand, trade, or proprietary name of an inert ingredient is listed on a CSF, 
additional information such as an alternate name of the inert, CAS number or other 
information [link to http://www.epa.gov/opprdOO 1/inerts/tips.pdf] must also be included 
to enable the Agency to determine if it has been approved. Each component of an inert 
mixture (including a fragrance) must be identified. ln some cases, the supplier of the 
mixture or fragrance may need to provide this information to the Agency. Prior to the 
Agency's receipt of an application, applicants must arrange with a proprietary mixture or 
fragrance supplier to provide the component information to the Agency or promptly upon 
EPA's request. If the inert ingredients in a proprietary blend (including fragrances) 
cannot or are not identified or provided within the 21-day content review period, the 
Agency will reject the application. 

During the 21 day content review, applicants should submit information to the individual 
identified by the Agency when the applicant is informed of an unapproved inert. 

Unapproved Inerts Identified on CSFs 

All applications except conventional new products and PIPs 

Once an unapproved inert is identified on a CSF, the Agency will contact the 
applicant with the following options: 

1. Correct the application by, for instance, correcting the inert's identity or CAS 
number, providing documentation that the inert has been approved, or 
removing the unapproved inert from the CSF or replacing it with one that is 
approved for the application's uses; or 

2. Submit the information and data needed for the Agency to approve the 
unapproved inert. If this option is selected and implemented, the Agency may 
request an extension in the PRIA decision review timeframe to accommodate 
the inert review/approval process; 

4 
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3. Withdraw the application (the Agency retains 25% of the full fee for the fee 
category estimated); or 

If none of these options is selected and implemented by the applicant within the 
21 day content review period, the Agency will reject the application and retain 
25% of the full fee of the category identified. 

Conventional New Product Applications 

When the Registration Division identifies an unapproved inert on a CSF with an 
application for a new product that the applicant has not identified as requiring an 
inert approval (R311, R312 or R313), it will contact the applicant with the 
following options: 

1. Correct the application by, for instance, correcting the inert's identity or CAS 
number, providing documentation that the inert has been approved, or 
removing the unapproved inert from the CSF or replacing it with one that is 
approved for the application's uses; or 

2. Submit the information and data needed for the Agency to approve the 
unapproved inert, including any required petition to establish or amend a 
tolerance or exemption from a tolerance. (This option may change the PRIA 
category for the application, which could require a longer decision review 
time and a larger fee. If additional fees are due, they must be received by the 
Agency within the 21 day content review period.) 

3. Withdraw the application (the Agency retains 25% of the full fee for the fee 
category estimated); or 

If none ofthe above options is selected and implemented during the 21-day 
content-review period, the Agency will reject the application and retain 25% of 
the appropriate fee for the new product-inert approval category. 

PIP Applications 

"When the Biopesticide and Pollution Prevention Division identifies an 
unapproved inert on a PIP CSF and a request to approve the inert does not 
accompany the application, it will contact the applicant with the following 
options: 

1. Correct the application by, for instance, correcting the spelling or name of the 
inert to that in 40 CFR 174, or providing documentation that the inert has been 
approved; or 

2. Submit the information and data needed for the Agency to approve the 
unapproved inert. If an inert ingredient tolerance exemption petition is 
required, the petition must be received by the Agency and the B903 fee paid 
within the 21 day period. If this option is selected and implemented, the 
Agency will discuss harmonizing the timeframe for both actions. 

5 
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3. Withdraw the application (the Agency retains 25% of the full fee for the fee 
category estimated); or 

If none of the above options is selected and implemented during the 21 day 
content review period, the Agency will reject the application and retain 25% of 
the fee. 

B. A policy on documentation of offers to pay is still being developed, however, for a 
me-too or fast track (similar/identical) new product, R300 or A530, an application 
without the necessary authorizations of offers to pay will be placed into either R301 or 
A531. The Agency recommends that authorizations of offers to pay be submitted with 
other PRIA applications to avoid delays in the Agency's decision. 

C. Biopesticide applicants are advised to contact the Agency and discuss study waivers 
prior to submitting their application to the Agency. Documentation of such discussions 
should be submitted with the study waiver. 

6 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, D.C. 20460 

September 28, 20 I 0 

OPP Decision Number: D-440307 
EPA File Symbol or Registration Number: 11556-RLL 
Product Name: PNR1427!NSECTICIDE 
EPA Receipt Date: 24-Sep-201 0 
EPA Company Number: 11556 
Company Name: BAYER HEALTH CARE LLC 

DOUGLAS A. SPILKER, PH.D. 
BAYER HEAL THCARE LLC 
ANIMAL HEALTH DIVISION 
PO Box 390 
SHAWNEE MISSION, KS 66201-0390 

OFFICE OF 
PREVENTION, PESTICIDES AND 

TOXIC SUBSTANCES 

SUBJECT: Receipt of Registration Application Subject to Registration Service Fee 

Dear Registrant: 

The Office of Pesticide Programs has received your application and certification of 
payment. If you submitted data with this application, the results of the PRN-86-5 screen will be 
communicated separately. During the administrative screen, the Office of Pesticide Programs 
has determined that this Action is subject to a Pesticide Registration Service Fee as defined in 
the Pesticide Registration Improvement Act. 

The Action has been identified as Action Code: Rll 0.0 

NEW AI;NON-FOOD USE;!NDOOR; 

No additional payment is due at this time. 

If you have any questions, please contact the Pesticide Registration Service Fee 
Ombudsman at (703) 308-9362. 

esources Management Division 
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IFee for Service! 
.-<( 

{882827F-

This package includes the following 

c<> New Registration 

0 Amendment 

o Fee Waiver? 

1 ° volpay % Reduction: J 

for Division 

0 AD 
0 BPPD 

c<>RD 

Risk Mgr. r::JIJ 

Receipt No. S-1 882827 
~===:=::: 

EPA File Symbol/Reg. No. I 11556-RLL 

Pin-Punch Date: I 9/24/2010 

0 This item is NOT subject to FFS action. 

Action Code: 

Requested: I R; /D 

Granted: l.f'/ ;o. v 1 
Amount Due: $ - 0 -

D Inert Cleared for Intended Use D 

Reviewer:~ 
Uncleared Inert in Product 

Date: L/c:?--P/,ro 
~ 7 

Remarks: 
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r 

--Me ToO 
-_- ,:_-_Prciduct Name; 

Qpp_Rec'vd' DMe; ?4-Sep-201 0 

RiS'k ManSger Send Dai:e: 

-- NeQoi:i&ted Due Date: 

N_ewlngredlerrt:: r 
R-eCeiPt 'Description: 

ic0c0cliccat:ociococfcoc,c,c,c91c"c'c"'c'0C0::-:0o1c,c0c,cwcc,c0cdc-,c,c,::-:0c,c,c,cct:;-:ccoootc,c10~1o09::o2c
ew active ingredients lmidacloprid Technical and a new Al
lumethrln Technical 

Tracking 

ViewfEdit 
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FEE FOR SERVICE 



129

Pf,.••• ,,. .. d lruriUCtioM on ,.~. b•fo,. t .'-tf~J~ form. F2rm Allgrov. JMB No. 2070.0060 
Print Form 

United Stotos ~ Registration OPP Identifier Number 

&EPA Environmental Protection Agency Amendment 
Washington, DC 20460 Other 

Application for Pesticide - Section 1 
1. Compony/Product Number 2. EPA Product Managsr 3. Proposed Classification 
11S56-XXX Richard Gebken 

4. Company/Pmduct IN~~me) PM# 
0None 0 Rastricted 

PNR14271nsectkide 10 

5. Name and Addro" of Applicant {/nc/uda ZIP Codgj s. Expedited Review. In accordance with FIFRA Section 3(c)f3) 

Bayer HealthCare LLC, Animal Health Division lblli), my product is similar or identical in composition and labeling 

P.O. Boc 390 to: 

Shawnee Mission, KS 6620 1~0390 IJ EPA Reg, No. 

D Chick if this is a n•w addrDS:s Product Name 

Section -II 

D Amendment- Explain below, D Final printed label a in reaponee 10 
Agency Iotter deted 

D Rosubmltllion In responae to Agency letter doted D ~Me Too~ Application. 

D Notification· Explain below. D Other- Explain below. 

Explanation: U.e (l(!ditlonal pagalsllf necassery. !For soctlon I and Section 11.1 

Application for registration of a new end-use product, containing 2 active ingredients -lmidacloprid Technical (EPA Reg. No. 264-7S5) 
and a new AI- Flumethrin Technical (CAS No. 69770-45-2). The application for registration of Flumethrin Technical is being submitted 
concurrently with this end-use application. No PRIA fee required (see attachment). 

Section - Ill 
1. Material This Product Will Be PeckeiJIId In: 

Chlld-R .. istent P&ckaging Unit Packaging Woter Soluble Peckoging 2. T~e of Container 

~v .. - ~y,, ~ 
Yoo §]"'"'' No No 

Plastic 
No Gless 

• CertffJCBtion must 
n ~v •• ~ No. par It ~ves~ No, per Paper 
Unit Packaging wgt. containar Packego wgt container Other ISpocify) 

be submlttod 
I 

3. Locetlon of Net Contents Information 4, Sl:efs) Retail Container 5. Location of Lubal Olrectlont 

18] 0 Container 0.44/1.6 oz 5C3 On Label ..... On Labeling accompanying product 

6. Monnar jn Which label ie Affixed to Product 

~ 
Uthograph D Other 
Paper Ptluod 
Stanci ad 

Section- IV 
1. Contact Point (Complete item.s dirt~cUy b•kw for idtmlification of ind'Nidut~l to btl contacted, ff nt~cBSsary, 1o proctl$$ this app!ictltion.J 

Name Title Telephone No. llnclllp\ Areo Code) 
Douglas A. Spilker, Ph.D. Manager, EPA Reg. Affairs (913) 26B-275J 

" --
' '" '' . ~ .. 

Certification ' 
6, Oete Applicotion 

I certify that the stetomontJ I have made on this form and all attachments thsrato are truo, accurate and comr'Jctto: Receivld 
" • I acknowledge that any knowingly tolaa or misleading 5tatamont mey be punisheble by fine or imprisonment or, , , , , ~Stql')\'ped) 

both under 8pplicablalaw. 
' ' ' > ' 

2. SlgoowW.-1 L',i?P2 
,. . 3. Title . '' '' ' , , . 

Manager, EPA Regulatory Affairs \ , 
.. '' • 

"''"' 
4. T~od Name " 5.0ata 

Douglas A. Spilker, Ph.D. ,;23 ¥:k/o 
'' '' . 
'',, 

- .. EPA FQI'm 8570 1 IRev. 8-94) ProVIOUs editions ere obsolete. ~ • EPA FU. CQfiY loriglna!l Yellow· Applicant Copy 

Page 1 of 17 pages 
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Application for Pesticide Registration (Continued)
PNR1427 Insecticide, EPA Reg. No. 11556-XXX 

Application Organization Page 
Application for registration (Form 8570- I) I 

A. PRIA Determination 2 
B. Introduction 2 
C. Product Profile 3 
D. Product Chemistry 6 
E. Acute Toxicity 7 
F. Efficacy 8 
G. Companion Animal Safety 12 
H. OccupationaVResidential Exposure 14 
I. Label Development 15 
J. Ecological Effects 16 
K. Discussion of Other Requirements 16 
L. Benefits/Public Interest 16 
M. Data Compensation 16 
N. List of Attachments & Attachments 1 -7 I 7 -

Bay .:althCarc UC, Animal Health Division 
September23, 2010 

With this application, the enclosed data and labeling, Bayer HealthCare LLC, Animal Health 
Division (BAH) is requesting the registration of a new end-use product, PNRI427 Insecticide, 
containing two active ingredients- the currently registered Imidacloprid Technical (EPA Reg. 
No. 264-755; CAS No. 138261-41-3) and a new active ingredient flumethrin (CAS No. 69770-
45-2). The application for registration of Flumethrin Technical is being submitted concurrently 
with this end-use application for registration. The "specific use pattern" on domestic animals, 
according to the Pesticide Use Index, is determined to be Group Number 99 "Indoor - Non
Food." Several pre-registration meetings and/or teleconferences to discuss this registration action 
and the specific 40 CFR Part 158 requirements were held with the Agency, and will be 
referenced in the respective sections of this overview, and copies of referenced documents 
enclosed. 

A. PRIA 2 DETERMINATION 
The proposed PNR1427 Insecticide is being submitted as a formulated end-use product 
simultaneously with the application for registration of the new active ingredient - flumethrin 
technical active ingredient under the action code RllO: "Nonfood use; Indoor." As described in 
the PRIA Decision Tree "All indoor non-food uses included in the application are covered by the 
base fee for the application in this category if submitted simultaneously." Therefore, since, ~l]is 
application for the end-use product, PNRJ427 Insecticide is being submitted simultaneously With 
the technical product application, there should be no additional PRIA fee for thi~,~P,J?l,icaticlo,.;:: • 
B. INTRODUCTION • ... 
The imidacloprid/flumethrin collar is a new pesticide product combining two a'cbVe ingredi6nts: 
10% imidacloprid and 4.5% flumethrin in a pet collar formulation. It is ink1rded for: llie 
prevention and treatment of ectoparasites of cats and dogs. The proposed ectophlqSH:pide Cfa'iius 
include the control and treatment of ticks: Anierican dog ticks (Dermacentor va'ritibilis), Black
legged (deer) ticks (Ixodes scapularis), Brown dog ticks (Rhipicephalus sanguineus), and~LQ'r{~ 

. ')' 

'))) 

Page 2 of I 7 Pages 
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Ba} ·:allhCare LLC, Animal Health Division 
September23, 2010 

Star ticks (Amblyomma americanum). The label also includes claims for prevention and 
treatment of fleas (Ctenocephalidesfelis, C. canis, and Pulex irritans) on cats and dogs, and lice 
on dogs (Trichodectes canis) and for use in the treatment of Sarcoptic mange on cats and dogs. 
Additionally, data included in the field studies showed it to be effective against several European 
tick species, including Ixodes ricinus. All of the aforementioned pests are considered public 
health pests by the Agency, so effrcacy data supporting these claims are enclosed with this 
application. 

The active ingredients are released constantly from the collar in very small amounts and remain 
on the animal's skin and hair coat throughout an 8-month treatment period. 

Two different sizes of collars have been developed. A small one (38 em long, 12.5g/0.44 oz.) is 
for use on cats as well as for small dogs up to 18 lbs. (8 kg) body weight. A large collar (70 em 
long, 45g/L6 oz.) of the same formulation is for use on dogs above 18lbs. (8 kg) body weight. 
The collar is fastened once around the animal's neck. Any excess length extending beyond an 
inch (2 em) is directed to be cut off. After application of the collar, three optional reflector clips 
(contained in a separate pouch) may be fixed permanently to the collar to increase the pet's 
visibility in the dark. 

In the United States, imidacloprid is an established insecticide and is registered by the 
Environmental Protection Agency in the spot-on products Advantage® Topical Solution and 
Advantage II for dogs and cats since 1996 and 2010, respectively. It is also used in the EPA
registered combination spot-on products with permethrin for use on dogs (K9 Advantix® and K9 
Advantix ll). 

Flumethrin, the proposed acaricidal compound in the formulated product, is being submitted 
simultaneously with this application for registration as a new active ingredient by the 
Environmental Protection Agency. Flumethrin active ingredient is authorized in the European 
Union since 1986 and is used for companion and food producing animals (cats, dogs, cattle, 
sheep, goats, horses, and bees). Flumethrin containing products authorized in Europe are 
Bayticol® EC, Bayticol® Pour-on, Bayvarol® Strips and Kiltix® collar. 

Bayer has worked to combine the excellent efficacy of imidacloprid for flea treatment and 
control, with flumethrin for tick prevention into an easy to administer, single administration per 
ectoparasitic season, low exposure, topical product with excellent pet tolerance. 

C. PRODUCT PROFILE Imidacloprid 10%/flumethrin 4.5% collar 

Product: PNR1427 Insecticide 

Active Ingredients: Imidacloprid, flumethrin 

Form: Pet collar 

Strengths: 10% imidacloprid, 4.5% flumethrin 

. 
''' • 

Presentation: Package containing 1 collar packed into a pouch made qf a'Ja\flinatctf; ·' 
PETP/ PE foil with a separate pouch containing 3 reflectors·. , " ' 

Package Size: 

Target Species: 

Two different collar sizes: 
Small: 38 em for cats, and dogs OS 18lbs. (8kg) 
Large: 70 em dogs > 18 lbs. (8kg) 

Cats, Dogs 
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lmidacloprid active ingredient 

Chemical structure 
! INN Name - -- - -- ---- Timid,;;:I-~prld_____ TcASN~~- T i38261-4I-:3---~ 
IJuPAC Names·---------------~6-Chloro-3-pyridylmethylJ-N-~;;:~~i-;;,-;dazolidin:2-----1 
I ; ylideneamine ' 

1-r:;;;I;;;;;!~;;-c~d~=-_:---=JN'TN_~~:s~E!i_~;;r 739i~-;,nri~~L: ==== - --- ---:j 
[_~~~.ecu~~~-!~~~ul~----............ ... - .. ~~-~.!~~~~502 _____ ........... ________ -----~ ............. -... --.. -·-··-·-... ..~ 
1 Structural Formula i 11 

I ifNyNH 
I 'Cl N N, 

1"-",--~--~-.. -~-i:~~=-·-_ .. -·-~=-=:r:;;;a~~~!~~~~:-~a_~-::-,-!_~f_~:_~::-~~-l::~~:-::t~~~~Iin_~-l 
The function of imidacloprid in the present formulation for cats and dogs is as an 
ectoparasiticide, especially fleas. Following application of the product (collar), imidacloprid 
remains on the outer surface of the animal's skin and fur enabling it to come into contact with the 
targeted parasites and kill them. Irnidacloprid interacts with the nicotinic acetylcholine receptors 
(nAChRs) on the post-synaptic membrane. 

Flumethrin ~active ingredient 

Chemical structure 
I INN N~;;;-~--~--- --[A;methrl;-----l CASN;;_-- '69770-4S~Z---l 
r--..... --.......... ___ ,. ____ . __ ....... _. __ ...... ___________ r--------........ _ .. ___ ... _________ , __ ,_ .... __ , ___ .. _ .... _ ....... ____ :-____________ .... -1 
i IUPAC Names . (±)a-cyano-4-fluoro-3-phenoxybenzyl-3(~,4-dtchlorostyryl)- 1 

\ :, 2,2-dimethylcycloproprane carboxylate , 
r--------------------------------------1------------------------------- -------------------------- ., 

I 
Laboratory Codes/Synonyms ! Flumethrine; FLU; PNR1427; Bayticol P; Bayticol P techn.; 1 

, i Bayticol P active ingredient; Bayticol P Wirkstoff; BAY Vq i 
i i 1950 -
f ............ -.... - ------- I --.. -·-·-· ....................... __________________ , __ ,_,. __________ ---------------·-.... --[ 

I Empirical Formula c28H22 ChFN03 i 
t-·---·-.. ----------------r------........ - ... ~ ............... _______________ ................. ·--------------~-- .. --~ 

i Structural Formula ~ c1 -...::::::: ! 

I -? o-Q ,:,: 
C 0 Or-O-F :,:::r', 

~CCH3 CN ,,),~ " 

! ; Relative molecular mass: 510.4 g/mol : · ; , , ; 
L,_""'"""'""-'"""-"""' _____ ,_,. __________ , __ ,. __ ,,_ .... _] .. __ .. --·------.. ---·-··-·""'"'"""'- ·----... -'" )'""""'"_, __ ,,_,__j ' 

I Classification I Ectoparasiticide; synthetic pyrethroid of the ~· ~ciYa,no grOuP;: '1;, 
: :(Typell) ,,.. ,,,, 
'-·-·---·-"'""' -"""'"""' ,,_, _____ ,_,_ .......... _,, __ ,,. __ .,_,, ____ "'"' ------------"'"""'""""'"""-"""'""--'"'"'" .. ·-·------------.. -·----- - ;-------------;-"' 

. ''' 
Page 4 of 17 Pages 



133

Ba} ]aJthCare LLC, Animal Heal!h Division 
Sep1ember 23, 2010 

Flumethrin is an a.-cyano (type 11)-pyrethroid which has been registered since 1986 in the EU for 
on animal use. 

As the compound class is very well described and known, only a short summary for this specific 
compound is given: Like all a-cyano or type II pyrethroids, flumethrin acts at the sodium 
channels of nerves, causing the channels to remain open for longer, thus extending the period of 
sodium influx. This results in repeated, shorter or longer phases of nerve impulses being emitted. 
A secondary effect is the release of neurotransmitters, such as GABA, acetylcholine and 
dopamine. 

lmidacloprid and flumethrin formulated as a 10%:4.5% collar 

Characteristics of the end~ use product form 

The imidacloprid/flumethrin collar is a grey (alternate colors -red or yellow), odorless collar 
containing 10% (w/w) imidacloprid and 4.5% (w/w) flumethrin for fastening around the neck of 
cats and dogs. The collar provides a long term broad spectrum parasiticidal activity by 
combining the insecticidal active ingredient imidacloprid with the acaricidal active ingredient 
flumethrin. The patented Bayer collar matrix system ensures that both active ingredients are 
slowly and continuously released from the collar towards the animal thereby avoiding peak 
concentrations and ensuring that acaricidal/insecticidal concentrations of both active ingredients 
are present in the eat's or dog's hair coat during the entire efficacy period of 8 months. The active 
ingredients spread from the site of direct contact over the entire pet surface. 

The collar is available in 2 different sizes, one small collar of 38 em long (0.44 oz./12.5g) for 
cats, as well as for dogs up to 18 lbs. (8 kg) body weight, and ooe large collar of 70 em long (1.6 
oz./45 g) for dogs of more than 18 Ibs. (8 kg) body weight. 

The imidaclopridlflumethrin collar is intended to be potentially marketed in four (4) 
presentations as shown in the table below. Since the companion animal safety studies with the 
small collar show excellent tolerance in both dogs and cats, it may be desirable to market a single 
collar for optional use on either small dogs or cats. 

Size of Collar Presentation 

• cats 
(38 em; 12.5gm) • For dogs :" 18 lbs. (8 kg) 

• For cats and dogs S 18 lbs. (8 kg) 

• For dogs > !Sibs. (8 kg) '''' ' 

'''' 

'" 

' ' " . 
. 

' ' ' ' 

.. . ' 
' " 

• 
' ' ' ' 

Optional Snap~on Reflectors: In addition to the foil pouch containing the Collar, the outer 
package will also contain 3 reflector clips in a separate pouch. As an option, theSe feflect'~-' -CJ)ps 

'>)I 
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can be fixed permanently by the pet owner to the collar to increase the animal's visibility at 
night. The reflectors are regarded as a useful add-on, as they may help protect pets from, for 
example, being hit by cars in the dark. It has been shown that these optional reflector clips have 
no negative impact on companion animal safety or efficacy of the product; please refer to the 
Companion Animal Safety section of the application. Once the reflectors are affixed to the collar, 
they cannot be removed and are discarded with the expired collar. 

In a pre-registration teleconference with the Agency on March 24, 2009 (see Attachment 1) the 
composition and potential regulatory requirements for these reflectors were discussed. Bayer 
proposed that no product chemistry information should be required for these reflectors. The 
Agency's response was that "This is acceptable to the Agency since the reflector is a device, will 
not be a part of the collar package (i.e. in separate bag), and contains no active ingredients." 
Therefore, no product chemistry or other specific information on the reflectors is enclosed with 
this application. 

Although we have included warnings on the label that this product contains small parts which 
may be a potential choking hazard, these statements have been included on a voluntary basis. It 
is our understanding that since this product (pet collar with reflectors) will not be marketed to 
children as a toy, the requirements of the Consumer Product Safety Commission do not apply 
(Personal communication; J. Boja [CPSC] via J. Wishneff [Consumer Specialty Products 
Association]; Jan. 15, 2010). 

D. PRODUCT CHEMISTRY 

The insecticide formulation is a plastic matrix which contains the active ingredients. Three 
Confidential Statements of Formula (1 basic; 2 alternates) are enclosed with this application. The 
three versions of the Confidential Statements of Formula for the collars vary only by the 
different pigments they contain, and are proposed as having a gray color  

 red color  or yellow color (  
Therefore, the three respective variations of the formulation include: 

Basic CSF

Alternate 1 -

Alternate 2 -

Gray (PNR Basic) 

Red (PNR 1427 A1t 1- R) 

Yellow (PNR 1427 Alt 2- Y) 

In the teleconferences with the Agency (B. Alexander and S. Mathur) on Jan. 12, 2010 and 
March I, 2010, we were given guidance that: a) each formula with a different dye color must 
have its own CSF, and b) because of the nature of the collar, "N/A" (not applicable) should 
appear in the ''Box 7: Bulk Density", but that the respective density information should appear in 
Part B of the Product Chemistry requirements. The enclosed information and reports reflec~ this 
guidance. ' ~ ~ 

All of the inert ingredients listed on the Confidential Statements of Formula are listdl ill "the 
•• t ~ 

Agency document "Inert Ingredients Permitted for Use in Nonfood Use Pesti~ld~ P'Joducts, Last 
Updated March 28, 201 0" or are proprietary blends previously evaluated and found acqo.etabJe 
by the Agency for use as an inert in nonfood use pesticide products. PleaJe 'l}ote iliae the 
formulation contains the proprietary blend  from  VJe 
were notified by the EPA - Inert Ingredient Assessment Branch (see Attachme~t 2) that~ "  

 
 

} 

''"' 
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Please also note, at the time of the aforementioned 09/15/2008 email,~ 
was not approved for use in nonfood use pesticides; subsequently it was approved 

now appears on "Inert Ingredients Permitted for Use in Nonfood Use Pesticide products, 
Last Updated March 28, 2010." 

In the Pre~registration teleconference with the Agency on March 24, 2009 (see Attachment 1), 
Dr. Mathur gave us direction on how the flumethrin isomer ratio should be expressed on the 
labeL The enclosed draft labeling reflects that guidance. However, direction was also given in 
the aforementioned teleconference that only the nominal value of the flumethrin technical needs 
to be reported on the Confidential Statement of Formula (CSF) for the end-use product; that is, 
no isomers need listing. The enclosed CSFs reflect this guidance. 

Two (2) copies of each of the three (3) Confidential Statements of Formula (CSF) for this 
product are enclosed. 

The product chemistry data to support the registration of this end-use product are found in 
Bayer Report ID No. 33752, entitled "Product Chemistry for M915 Insecticide (lrnidacloprid + 
Flumethrin Collar)." Please note that the study to fulfill the requirements for a) one-year storage 
stability study (GL No. 830.6317) and b) corrosion characteristics (GL No. 830.6320) using 
the finished product is in progress (start date - 10/28/2009) and should be available for 
submission by 3/3112011, well before the Agency has completed their review of this action. We 
request that the timing of this supplemental submission to the Agency be acceptable. As has been 
the Agency's previous policy, the timely submission of these data should not delay the review 
process. 

E. ACUTE TOXICITY 
The acute toxicity studies normally associated with a new formulation were not conducted 
because they are not practical or necessary for the pet co!Iar product. In explanation, the 
physical nature of the proposed product, which is a plastic pet collar, is not a practical test article 
for the conduct of the "6-pack" toxicity studies (Guidelines 870.1100- 870.2600). 

BAH planned to request a waiver of 5 of the 6 studies required for the end-use product due to 
physical characteristics of the collar (solid plastic material). This was done previously for a 
similar test article- cattle ear tags. We proposed to conduct only an acute dermal irritation study 
with the final collar product. The studies for which a waiver was planned included: Acute oral 
toxicity - mt (GL No. 870.1100), acute dennal toxicity (GL No. 870.1200), acute inhalation 
toxicity- rat (GL No. 870.1300), primary eye irritation toxicity- rabbit (GL No. 870.2400), 
dennal sensitization (GL No. 870.2600). 

However, as described in the meeting minutes from a teleconference with the Agency on March 
30, 2009 (see Attachment 3), the Agency's response to this proposal was that this plan is 
reasonable (that is, to submit appropriate waiver requests) except for the omission of the dermal 
sensitization requirement. A dermal sensitization study should be conducted using ground collar 
material (may be frozen and then ground). Such a study was conducted and submitted as Bayer 
Report ID No. 33750. 

In addition, the Agency asked in the aforementioned teleconference that we include information 
on the release rate of the active ingredient from the collar in our justification for the waiver of the 
acute oral toxicity data requirement. This information is referenced in the enclosed waiver 
request identified as Bayer Report ID No. 33854. 
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The following acute toxicity studies and/or official waiver request documents required to support 
the proposed product are enclosed and are titled: 

EPA Bayer Bayer Report Title Toxicity 
Guideline Report!D Category 
Number Number 

870.1100 33854 Request for Waiver from the Requirement of NA 
Acute Oral Toxicity Study- PNR1427 
Insecticide 

870.1200 33855 Request for Waiver from the Requirement of NA 
Acute Dermal Toxicity Study- PNR1427 
Insecticide 

870.!300 33856 Request for Waiver from the Requirement of NA 
Acute Inhalation Toxicity Study- PNR1427 
Insecticide 

870.2400 33857 Request for Waiver from the Requirement of NA 
Acute Eye Irritation Toxicity Study-
PNRI427lnsecticide 

870.2500 33749 Primary Skin Irritation Study in Rabbits IV 

870.2600 33750 Dermal Sensitization Study in Guinea Pigs Negative 
(Buehler Method) 

IV 
Overall Tox Cateeory (Siena! Word) Caution 

F. EFFICACY 

The imidacloprid!flumethrin pet collar is designed for use on cats and dogs for the prevention 
and treatment of ectoparasites and remains effective for 8 months even after bathing or 
swimming. A pre-registration meeting was held with the Agency on September 14, 2006 (see 
Attachment 4) in order to obtain Agency guidance on the necessary studies required to receive 
acceptance of the desired performance claims. Since all of the proposed pests are considered 
public health pests by the Agency, efficacy data supporting these claims are enclosed with this 
application. Please note that some trials evaluate performance on more than one pest. 

Although specific claims appear on the proposed label, in general, the main efficacy claims 
include: 

• Treatment and prevention of flea infestations, which may also aid in the prevention of 
flea allergy dermatitis (FAD). 

• Flea larvae in the pet's immediate surroundings are killed following contact with a 
treated animal. 

Page 8 of 17 Pages 



137

Bay ;allhCarc LLC, Animal Health Division 
Scptember23, 2010 

• Kills fleas fast, based on times found in the respective residual control and "onset of 
efficacy" studies. 

• Acaricidal and repellent efficacy against tick infestations of the brown dog tick 
(Rhipicephalus sanguineus), Lone Star tick (Amblyomma americanum), American dog 
tick (Dermacentor variabilis), and Black-legged/Deer tick (Ixodes scapularis), with 
efficacy against larvae, nymphs, and adult ticks. As specified in the "Product 
Performance Test Guidelines (OPPTS 810.3300) - Treatments to Control Pests of 
Humans and Pets," these data support a "general tick claim" in additional to the specific 
tick itemization on the product labeL 

• Field study reports additionally include efficacy against the European tick species 
(Rhipicephalus turanicus, Ixodes ricinus, and Ixodes hexagonus). 

• In dogs only, treatment of lice infestations (Trichodectes canis) 

• Aid in the treatment of sarcoptic manage 

• "Waterproof' after swimming or bathing 

• Duration of efficacy- 8 months 

1. Efficacy against fleas 

Eight (8) efficacy studies have been performed in cats and dogs to confirm the efficacy of the 
imidacloprid 10%/flumethrin 4.5% collar against cat fleas (Ctenocephalides jelis) - six (6) 
controlled laboratory studies (3 cat/3 dog) and two controlled field studies (I cat/1 dog). 
Additionally the aim of the field studies was to show the prevalence of concurrent flea and tick 
infestations in cats and dogs and to show the efficacy against other important flea species which 
are not available for laboratory studies. 
Efficacy against adult cat fleas (Ctenocephalides felis): Six (6) laboratory efficacy studies 
included evaluation of the insecticidal activity of the irnidacloprid/flumethrin collar against adult 
cat fleas (Ctenocephalides felis) on dogs (Bayer Report ID Nos.3380 I, 33803 and 35631) and on 
cats (33802, 35630 and 35635) as well as in two European fleld trials for both cats (35644) and 
dogs (35645). Efficacy was excellent (2': 90%) in all studies throughout the 8-month testing 
period. The percentage flea control in the field studies was also excellent with most observations 
?: 95% controL 
Efficacy against Ctenocephalides canis and Pulex irritans: In the dog field study 
(35645), 12% of the fleas identified in the baseline infestations were C. canis. The collar was as 
efficacious against these fleas as it was against C. felis. Further in support of this claim, 
imidacloprid levels have been found in the hair coat of collared dogs (see 35643) to exceed by 
far the imidacloprid levels in the hair of Advantage® (imidacloprid spot-on) treated dogs 
(15962). Since Advantage® spot-on was shown to have >95% efficacy for at least 32 days 
against C. canis (15749), this provides solid support for a C. canis claim for the collar. 

In the same field study (ID 35645), 3.6% of the fleas identified in the baseline infestations were 
P. irritans, and the collar also was efficacious against this flea. P. irritans is not bred and kept 
under laboratory conditions, eliminating the opportunity to evaluate efficacy in a controlled 
laboratory study. However the field study supports efficacy against this flea. 
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The general flea efficacy of the collar on cats and dogs has been demonstrated in the multiple 
studies submitted, and is supported by the dog hair coat kinetic values discussed above. Fleas 
tend to not be extremely host specific, and both species can be found regularly on cats and dogs. 
Therefore the label claim for the control of C. canis and P. irritans on cats and dogs is supported. 

Flea larvacidal efficacy: In two of the adulticidal flea efficacy studies referenced above 
(35631 and lD 35635), additional larval development evaluations were made to confirm the 
larvicidal efficacy of the product. The results of these studies confirm that 
imidacloprid/flumethrin collars have a marked flea larvicidal efficacy that is transferred to the 
animal's environment throughout the eight month efficacy period. 

Onset of efficacy claims for fleas: Efficacy against fleas on both cats (35980) and dogs 
(35987) started immediately after treatment, resulting in 99.8 to 100% efficacy at the first 24h 
post-treatment count and lasted generally at >95%/24h after re-infestation for the duration of 8 
months. 

Re-infesting flea claims: In one cat study (33802) and one dog study (33801) additionally a 
"speed of kill" efficacy evaluation was conducted at day 7 post-treatment, counting fleas at 2, 6, 
and 12 hours after re-infestation of adult fleas. Excellent efficacy results (100%), at even the 2h 
count, showed that the fleas are killed extremely quickly on the pet. This suggests that flea 
allergy dermatitis curative efficacy can be expected to be excellent. 

2. Efficacy against ticks (Cats & Dogs) 

Five controlled studies on cats and dogs, plus three in vitro studies, were conducted to 
demonstrate the acaricidal and repellent efficacy of the imidacloprid l 0%/flumethrin 4.5% collar 
against tick infestations of the brown dog tick (Rhipicephalus sanguineus), Lone Star tick 
(Amblyomma americanum), American dog tick (Dermacentor variabilis) and Ixodes spp., with 
efficacy against larvae, nymphs and adult ticks. 

In most studies, the curative efficacy on ticks that were already on the animal at the time of 
treatment (counts conducted at 48 hours post collar application) was usually below an efficacy of 
90%, although clearly above 50% in the vast majority of the studies. This is not surprising as 
pyrethroids generally seem to have limited efficacy on partially engorged ticks that have already 
been on the host for several days at the time of treatment. To address this situation, information 
on the proposed label instructs pet owners that "Ticks already on the [(dog)(cat)] prior to 
treatment may not be killed immediately after collar application and may remain attached and 
visible. Therefore removal of ticks already on the [(dog)(cat)] at the time of application is 
recommended." 

Therefore, only the preventive tick efficacy will be discussed here, where the animals were 
exposed to ticks after treatment or together with the treatment. The label reflects this use pattern. 

General control of ticks (adults): In the three studies (33801, 33803 and 35631) running for 
the full duration of the label claim, the preventive efficacy against the brown dog tick 
(Rhipicephalus sanguineus) was above 90% for eight months. Excellent performance against this 
tick was also found in the European field studies (35644 and 35645). Both studies (33801 and 
33803), testing the effectiveness of the collar.on the American dog tick (Dermacentor variabilis) 
showed excellent performance, with efficacies above 90% for eight months. Efficacy against the 
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Lone Star tick (Amblyomma americanum) in cats was shown to be 100% throughout 8 months 
(33802). 

Tick larvacidal/juvenile efficacy: A comparative in-vitro study (33467) of efficacy of a 
flumethrin: imidacloprid (I: 1.85) mixture was conducted against larvae, nymphs, and adults of 
I. ricinus and R. sanguineus, and larvae and adults of D. reticulatus ticks in a glass vial contact 
assay. Results showed the susceptibility of tick larvae and nymphs against the imidacloprid/ 
flumethrin mixture under evaluation is higher than that of adult ticks. Therefore, these data 
support the extension of the adult tick claim to "adult, nymphs, and larvae." 

Onset of efficacy claims for ticks: The 6-hr efficacy evaluation (repel and/or kill) against re
infesting brown dog ticks on dogs (35631 and 35982) and Ixodes ricinis ticks on cats (35630, 
35635 and 35981) was consistently above 97%, starting at day 2 (after the first 48h efficacy 
counts). The aforementioned studies, except 35981 and 35982, were conducted for 8 months. 

Control of Ixodes sov.: The control/repellency of the black-legged/deer tick (Ixodes 
scapularis) is very important in the United States as these ticks serve as the vector for Lyme 
disease. As demonstrated in the aforementioned tick efficacy studies, the flumethrin component 
of the proposed collar is very effective against all tick species tested. Therefore, the collar could 
be speculated to be very effective against this tick species as well. 

On March 19, 2009 in a pre-registration meeting, we notified the Agency of the short supply of 
black-legged/deer ticks for appropriate testing against this tick. Please note, BAH requested 
permission from the Agency (see Attachment 5 for correspondence) to substitute a similar tick 
species, Ixodes ricinus, for/. scapularis. The PERC responded (via M. Suarez, email 10/15/09) 
that "After discussion with the PERC, we are not inclined to consider Ix. ricinis as a substitute 
for Ix. scapularis. A better option would be to use wild caught Ix. scapularis from an area known 
to have a low incidence of Lyme disease." After pursuing the option recommended by the 
PERC, we received feedback from the contract research laboratories on their hesitancy to work 
with wild ticks due to the potential risk of exposing the test animals and laboratory workers to 
Lyme disease. Bayer respects their concern, and therefore this option was not possible. 

As stated above, the collar has been shown to be very effective against a similar tick species (/. 
ricinus) in European testing on both cats (35630, 35635, and 35981) and dogs (35631, 35979, 
and 35982). Therefore, in lieu of specific testing on I. scapularis, we request the Agency to 
accept the black-legged/deer tick efficacy claim based on bridging data comparing in vitro 
susceptibility of these two tick species plus the European trials using the product against !. 
ricinus, a similar tick species. 

In the bridging study, a coated glass vial contact assay (33464) was used to confirm the 
comparability concerning flumethrin susceptibility of two adult Ixodes scapularis tick strains 
reared in the laboratory, but originating from two different locations (Rhode Island and 
Connecticut) and one Laboratory strain of Ixodes ricinus originally found in the Berlin area in 
Germany. The effective concentration (EC) was evaluated by measuring tick knock down effects 
after 24 and 48 hours contact time. The lethal dose (LD) was evaluated by measuring tick 
mortality after 48 hours contact time. Inferential statistical analyses did not reveal significant 
differences in the susceptibility of the two Ixodes tick species towards flumethrin. Based on the 
review of this bridging study, comparing the susceptibility of !. ricinus to I. scapularis, in 
concert with the very effective results against!. ricinus in the European studies on both cats and 
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dogs, we request the Agency to reconsider the PERC decision and accept the black-legged/deer 
tick claims on the proposed label. 

3. "Waterproof' after swimming or bathing: This aspect of the product usage was 
investigated in the already mentioned shampooing/immersion study (33803) conducted 
according to the protocol reviewed by the Agency (Decision No. 408242; MRID 47718601) 
using fleas and two species of ticks. Dogs were either shampooed with a non-medicated 
shampoo or immersed for five minutes in a water tank including three times of complete rinsing 
of the head at one week before the next scheduled flea/tick infestation. The collars were left on 
the test animals for the full duration of the study. Efficacy evaluation was done as usual, at 24h 
post re-infestation with fleas and 48h post re-infestation with ticks. The results of the study show 
that multiple shampooings have only a negligible effect on flea and tick efficacy, and water 
immersion had only a limited effect on flea efficacy, and a negligible effect on tick efficacy. 

4. Efficacy against lice (dogs only): The efficacy against lice in dogs 
(Trichodectes canis) was documented in Bayer Report ID No. 33694. Dogs carrying an active 
lice infestation were treated with the imidacloprid 10%/flumethrin 4.5% collar. Efficacy was 
monitored at day 2 after treatment and for one consecutive month to evaluate not only the acute 
effect on the adult lice living on the dog, but also to monitor the effective eradication of the lice 
population. Efficacy against lice was 95.1% and 100% at days 2 and 7 after treatment, 
respectively. No lice reoccurred during the time of the study. Therefore it can be concluded that 
the animal was completely cured from the lice population within 48 hours. 

5. Efficacy against Sarcoptic mange: The efficacy against Sarcoptic mange 
(Sarcoptes scabiei) was documented in a study with dogs (33691). A 100% reduction in mite 
numbers was observed in Sarcoptes scabiei infested dogs following treatment with the 
imidacloprid 10%/flumethrin 4.5% collar. A complete resolution of clinical signs (papules and 
crusts) associated with Sarcoptes scabiei infestations, and a >90% improvement in hair re-growth 
were observed in 80% of the dogs following treatment with the collar. Since the identical pest 
(Sarcoptes scabiei) infests both dogs and cats, we are proposing a general claim for PNR1427 
Insecticide for the treatment of Sarcoptic mange on cats and dogs. 

G. COMPANION ANIMAL SAFETY 

Safety of the collar was investigated in adult cats (::?: 6 months), kittens (1 0-weeks), adult dogs (::?: 
6 months), and puppies (7-weeks). During the safety studies, companion animals were exposed 
to different dose treatments including a 5x over-dosage, i.e. 5 collars were affixed around the 
animals' necks. Collars exhibited an excellent safety profile. There were no treatment-induced 
adverse systemic or local effects. Minor, transient, hair loss due to mechanical irritation from the 
presence of multiple collars, was observed in a few animals. 

Four, separate studies were conducted to evaluate the tolerance and safety of imidacloprid 
10%/flumethrin 4.5% collars in adult cats, kittens, adult dogs, and puppies: 

o Both the adult cat (33800/33826) and adult dog (33805) safety studies were composed 
of the following four treatment groups: Ox (negative control), 1x (end-product), Sx 
(end-product), and 5x (placebo control). New Sx (end-product) collars were re-applied 
at 14-day intervals. Both studies were two-months in duration. Prior to study 
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initiation, the study protocols underwent Agency review: adult cats (MRID 47776601; 
Decision #415122), and adult dogs (MRID 47776901; Decision #415125). 

o Both the kitten (33824) and puppy (33806) safety studies were composed of the 
following five treatment groups: Ox (negative control), 1x (end-product), 3x (end
product), 5x (end-product), and 5x (placebo control). On days 30, 90, and 150 (± 2 
days), new lx (end-product), 3x (end-product) and 5x (end-product) collars were re
applied. Both studies were six-months in duration. Prior to study initiation, the study 
protocols underwent Agency review: kittens (MRID 47776801; Decision #415124) and 
puppies (MRlD 47776701; Decision #415123). 

In these four safety studies, it was requested by the Agency to conduct the analysis of the collars' 
two active ingredients released during the studies. This information was generated and is 
recorded in the respective reports. 

In addition to these four studies, two additional safety studies were conducted to specifically 
support European Union (EU) registration. As a result, the two European studies were not 
precisely compliant with OPPTS 870.7200. In the EU studies, no local or systemic effects, in 
addition to the findings already observed during the aforementioned EPA Guideline studies, 
were discovered. The EU studies are not enclosed but, if the Agency desires, these reports can 
be provided. 

General safety studies in adult cats and dogs: There were no adverse treatment-induced 
findings or clinical effects observed in male and female cats (33800/33826), or male and female 
dogs (33805), continuously treated for 61 days with either zero, one, or five end-product or with 
five placebo collars. Mild thinning of hair, presumed to be induced by the mechanical irritation 
associated with multiple collars, was primarily observed in the throat area of animals wearing 5 
collars (both end-product and placebo). These local changes resolved in all animals within a 7 to 
35 days post study recovery period in which the 5 collars were reduced to one collar. Overall, 
end-product collars worn by the adult cats and dogs at 5x the recommended label dose rate for 61 
consecutive days were determined to be safe. 

General safety studies in kittens and ouooies: No adverse treatment related findings or 
clinical effects were observed in male and female kittens (33824), or male or female puppies 
(33806) continuously treated, for 180 days with either zero, one, three, or five end-product 
collars or with five placebo collars. Mild hair thinning and/or hair loss, presumed to be induced 
by the mechanical irritation associated with multiple collars, was primarily observed in the throat 
and chin regions of animals wearing 5 collars (both end-product and placebo). However, these 
local changes self-resolved by the end of the 180-day exposure period. Overall, end-product 
collars worn by 10-weeks-old kittens and 7-weeks-old puppies at 1x, 3x, and 5x of the 
recommended label dose for 180 consecutive days were well tolerated and determined to be safe 
for use. 

Based on the re-application of new 5x end-product collars at 30-60 day intervals throughout the 
kitten and puppy studies, there should be no label limitation as to when the collar can be 
replaced, if it were lost before its effectiveness is depleted. 

Studies on potential impact of optional reflector clips on active ingredient release: Four 
companion animal safety studies were conducted with adult cats (35986), adult dogs (35637), 
puppies (33822) and kittens (33823). The studies were conducted to demonstrate the dermal 
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tolerance of imidacloprid 10%/flumethrin 4.5% collars when administered with or without three 
reflector clips. No over dosage was applied and the study duration was limited to one month. 
After this month, the possible adverse reactions as well as the influence of the reflectors on 
active ingredient release were compared between the group with and without reflectors. An 
important additional objective of this study was to determine if the presence of the reflectors 
resulted in a significant net weight loss (>10%) of the collars as compared to the coJJars without 
the reflectors (see Attachment 6). 

As the standard target animal safety studies had been run without reflectors to have a "worst case 
scenario" with the biggest potential for maximum active ingredient release and exposure, the 
Agency felt it necessary for us to investigate whether the presence of the reflectors would lead to 
increased a.i. release and therefore increased animal exposure (See Attachment 7). The results of 
the studies indicate that the presence of the reflectors did not cause any adverse clinical signs nor 
did the presence of the reflectors and that there was no increase in the release of the active 
ingredients. 

Companion animal tolerance and safety- conclusions: The companion animal safety studies 
demonstrated that the application I reapplication of end-use product to adult cats (2 6 months), 
kittens (10-weeks), adult dogs (2 6 months), and puppies (7-weeks) at up to 5 times the 
recommended unit dose applied dermally in two-monthly intervals for six months was well
tolerated with no evidence of adverse or undesirable clinical, physical (food consumption, body 
weight) or hematological effects. 

The exceJJent general tolerance and safety by both cats and dogs provides a special benefit of the 
imidacloprid 10%/flumethrin 4.5% collar, being an ideal solution in mixed cat and dog 
households. As the same product can be used on both dogs and cats living closely together, they 
can be protected against ectoparasites, without cross-over toxicity concerns. 

The safety evaluations are underlined by the results of the hair coat kinetic (35642 and 35643) 
studies which revealed that the matrix system releases both active ingredients slowly and 
continuously from the coJJar towards the animal thereby avoiding peak concentrations even 
during the first few days after treatment. 

H. OCCUPATIONAL/ RESIDENTIAL EXPOSURE 

An assessment (33861) of the potential exposure resulting from the use of PNR 1427 
antiparasitic collars containing imidacloprid and flumethrin as the active ingredients was 
calculated for both handlers (applying coJJar) and the post application contact with treated cats, 
small dogs, and large dogs. The daily application rate of the active ingredients from the collars 
to the pets was determined based on release rate kinetic studies (35992). Hair kinetic data 
supported the release rate kinetics (35642 and 35643). The soluble surface data used in the 
analysis are also provided (35118). 

The revised HED guidelines for pet exposure and risk as$essments were used with the release 
rate data to estimate the exposure and risks to adults applying the collars and to both adults and 
small children contacting pets wearing the collars. Margins of Exposure (MOEs) to adults 
applying the collars ranged from 40,400 to 149,000. MOEs for adult post application contact 
with the treated pets ranged from 2,160 to 3,620. The aggregate oral and dermal MOEs for small 
children ranged from 1,300 to 1,630. Therefore, there should be no safety concerns for the coJJar 

Page 14 of 17 Pages 



143

Ba, .eallhCare LLC, Animal Health Division 
Seplember 23,2010 

with respect to the user either during or after application of the product, provided that the product 
is used according to label instructions. 

I. LABEL DEVELOPMENT 

The collar is available in only 2 different sizes- small (38 em long; 12.5g) or large (70 em long; 
45g). The collar is intended to be potentially marketed in four (4) presentations: 1) large collar 
for large dogs (only for dogs up to !Sibs.), 2) small collar for cats, 3) small collar for small dogs 
(less than 18 lbs.) or 4) small collar for cats or small dogs. Regarding presentation #4, since the 
companion animal safety studies with the small collar show excellent tolerance in both cats and 
small dogs, it may be desirable to market a single collar for optional use on either small dogs or 
cats. In addition to the foil pouch containing the collar, the outer package will also contain 3 
optional visibility reflector clips in a separate pouch. With all this in mind, one label is enclosed 
for review that encompasses the label language for all these presentations, as well as, for the 
reflector clips. The optional label language is designated by [brackets] or (parentheses.) 

Ingredient statement In the pre-registration teleconference with the Agency on March 24, 2009 
(see Attachment I), Dr. Mathur provided direction on how the flumethrin isomer ratio should be 
expressed on the label. 

The precautionary label language: Because the pet collar by its very nature (solid plastic) 
presents llllUSual physical properties, not all of the acute toxicity studies normally associated with 
a new formulation were conducted, and waivers are being requested for those where it is 
impractical or impossible to conduct the respective studies. However, based on the available 
acute toxicity data, the over-all toxicity category for the proposed product should be Category IV 
(See page 8 of this application). 

40 CFR § 156.64 provides guidance on the required signal words for pesticide products: 
"Toxicity Category IV. A pesticide product meeting the criteria of Toxicity Category IV by all 
routes of exposure is not required to bear a signal word. If a signal word is used, it must be 
"CAUTION." Furthermore, the Label Review Manual (page 7-17) states that for products with 
toxicity category IV " ... precautionary statements are not normally required ... [but] it is 
recommended registrants use precautionary statements triggered by toxicity category III. 
Registrants may propose alternate labeling which should be reviewed by the precautionary 
labeling reviewers." 

To that end, we have proposed CAUTION as the signal word on the subject product, and have 
proposed modified label language in the "HAZARDS TO HUMANS" section. We are also 
including First Aid statements. 

Personal Protective Equipment 

Neither the use pattern (residential/consumer) nor the toxicity of the product necessitate the need 
for any specific protective clothing. 

Environmental Hazards: As described in the Label Review Manual (Page 8-l)- "1. Products 
which are intended for use exclusively indoors may omit the Environmental Hazards statement." 
Since this product is considered "Indoor- Non-Food", and the product does not have rinsate that 
could contaminate water (i.e., it is not a dog dip), this section is not included on the proposed 
label. 
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Storage & Disposal: Pursuant to 40 CFR § 156.140(a)(5), pet collars are exempt from the 
requirements of the "Container and Containment Rule." We have proposed alternative language 
appropriate for this type of product. 

,l. ECOLOGICAL EFFECTS 

The specific use pattern for proposed pet collars (domestic animals), according to the Pesticide 
Use Index, is determined to be Group Number 99 "Indoor- Non-Food." 

As described in 40 CFR § 158.630 (Terrestrial and aquatic non-target organisms data 
requirements), there are two Conditional Requirements (CR) listed in the respective table for the 
"Indoor Use Pattern"': I) Freshwater fish toxicity (GL No. 850.1075) and 2) Acute toxicity 
freshwater invertebrates (GL No. 850.1010). However, Footnote 2 of the table that applies to 
both Conditional Requirements states that "The study is not required if there is no potential for 
environmental exposure." 

Bayer discussed this with the Agency during the pre-registration meeting on 9/14/2006 (see 
Attachment 4) and was told that as long as we certified that the end-use product was not to be 
produced in the United States, then there would be "no potential for environmental exposure" 
and therefore these studies would not be required. Bayer HealthCare, Animal Health Division, 
certifies that the proposed product will not be produced in the United States. As evidenced by a 
statement on the proposed label, this product is "Made in Germany." Therefore, data in these 
areas are not enclosed with this application. 

J>. DISCUSSION OF OTHER REQUIREMENTS 

Residue Chemistry - No residue chemistry data are provided with this application as none are 
necessary; this application is for a non-food use. 

Child-resistant packaging- Certification that the packaging for PNR1427 Insecticide meets the 
child-resistant packaging standards in 40 CFR 157.32 is not necessary because PNRJ427 
Insecticide does not meet any of the toxicity criterion listed in 40 CFR 157.22 (a) for products 
requiring child resistant packaging. 

L. BENEFITS/PUBLIC INTEREST 

Infonnation regarding the benefits of this new active ingredient-containing product is contained 
in the document entitled: "Benefits of Flumethrin Active Ingredient and the Imidacloprid/ 
Flumethrin Collar for Cats and Dogs (PNR1427). Bayer Report ID No. 33860'" which should 
allow the Agency to make the determination that " ... the use of the pesticide will not cause any 
unreasonable risk to the environment; and the use of the pesticide is in the public interest." This 
document is being submitted with the application for registration of Flumethrin Technical, being 
submitted simultaneously with this registration action. 

M. DATA COMPENSATION 
As demonstrated in the enclosed, completed "Certification with Respect to Citation of Data" 
(EPA Form 8570-34), we are choosing the Selective Method of Support for both the 
irnidacloprid and flumethrin data. An appropriate data matrix listing all of the data necessary to 
support the registration of PNRJ427 Insecticide is enclosed with this application. 
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Generic Data 
Bayer CropScience is the basic registrant of imidacloprid. Accordingly, enclosed is a copy of 
Letter of Authorization from Bayer CropScience (EPA Company No. 264) authorizing the use of 
the generic imidacloprid data by the Bayer Healthcare LLC, Animal Health Division (EPA 
Company No. 11556). 

For the flumethrin active ingredient, we are also using the selective method of support. All the 
data to fulfill the data requirements for flumethrin, as listed in the data matrix, are being 
submitted by us, Bayer HealthCare LLC, in support of the registration application of Flumethrin 
Technical, simultaneously submitted with this application. 

Product Specific Data 
All of the formulation specific data necessary to support the registration of PNR1427 Insecticide 
are enclosed with this application. All of these data are cited in the enclosed data matrix, and are 
the property of Bayer HealthCare. 

N. List of Attachments 

I. "Minutes of Pre Reg Meeting (03/24/09)- Collar- Product Chemistry Requirements," email 
(D. Spilker to B. Alexander) dated 04/13/2009, and attached minutes from Pre
registration meeting of 03/24/2009, 8pp. 

2. "Inert determination- Non-food uses," email (K. Grinstead to D. Spilker) dated 9/IS/2008, 
3pp. 

3. "Minutes of Pre-reg Meeting (03/30/09) - Collar - Acute Toxicity requirements," email (D. 
Spilker to B. Alexander) dated 04113/2009, and attached minutes from Pre-registration 
meeting of 03/30/2009, 7pp. 

4. "Minutes from US EPA & Bayer - Animal Health Division Pre-Registration Meeting for 
Flumethrin Technical and Flumethrin Combo Products, September 14, 2006," 5pp. 

5. "Pet Collar- Deer Tick Protocol - Issue for PERC," email string including 8/14/2009, 
1017/2009 and 10/15/2009, 10pp. 

6. "Domestic Animal Safety Teleconference (DRAFT minutes)- 6/4/09," and EPA response 
(telephone record, 6/9/2009), 4pp. 

7. "Teleconference between Bayer Animal Health and EPA- Insecticide/Rodenticide Branch & 
Technical Review Branch, March 11, 2009; proposed Domestic Animal Safety 
Requirements for Flumethrin + lmidacloprid Collar, dated 5/8/2009, 4pp. 
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Document Processing Desk (REGFEE) 
Office of Pesticide Programs (7504P) 
U.S. Environmental Protection Agency 
Room S-4900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-4501 

Attention: Mr. Richard Gebken!PMIO 
Registration Division (7505P) 

Subject: Application for Registration of a New Active Ingredient 
(PR!A RIIO): Flumethrin Technical (CAS No, 69770-45-2) 

Application for Registration of a Combination (Flumethrin + 
Imidacloprid) End-Use Product: PNR1427lnsecticide 

Dear Mr. Gebken: 

With this application, the enclosed data and labeling, Bayer HealthCare 
LLC, Animal Health Division (BAH) is requesting the registration of a 
new technical active ingredient- "Flumethrin Technical" containing 
flumethrin (CAS No. 69770-45-2). A second application for registration 
of PNR14271nsecticide end-use product (flea and tick pet coilar) is being 
submitted concurrently with this application for registration of the 
technical active ingredient. The flumethrin technical active ingredient, 
which is also the manufacturing-use product, is for formulation purposes 
ONLY into products with indoor, non-food uses. The "specific use 
pattern" on domestic animals, according to the Pesticide Use Index, is 
determined to be Group Number 99 "Indoor- Non-Food." 

The proposed Flumethrin Technical is considered a "new" active 
ingredient in that it is " ... not currently contained as an active ingredient in 
any EPA registered pesticide product." The ultimate use of this technical 
active ingredient is for formulation into pesticide products on pets (cats 
and dogs), which are considered indoor use patterns by the Agency. No 
flumetluin-containing end-use products are proposed that would be used 
on or come into contact with food and/or feed items. Therefore as 
described in the PRIA Decision Tree, the application for registration of 
this new active ingredient- Flumethrin Technical -falls under the action 
code RllO: ''Nonfood use; Indoor." Furthennore, it is our understanding 
that all indoor non-food use products included with this technical active 

Bayer HealthCare LLC 
Animal Heallh 
P.O. Box 390 
Shawnee Mission, KS 66201·0390 
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ingredient application are covered by the base fee in this category, if 
submitted simultaneously. The application for the end-use product, 
PNR1427lnsecticide, is being submitted simultaneously with the technical 
product application, and therefore there should be no additional PRIA fee 
for the PNR1427lnsecticide application. 

Flumethrin, a new active ingredient, is intended as a Technical/ 
Manufacturing Use Product for fonnulating insecticides for indoor uses 
(on domestic animals·, cats and dogs). Flumethrin Technical is proposed 
for use in combinations with other EPA-registered active ingredients (such 
as imidacloprid). PNR1427 Insecticide is a new pesticide end-use product 
combining two active ingredients, imidacloplid and flumethrin, in a pet 
collar fonnulation. It is intended for the prevention and treatment of public 
health pests, such as ticks and fleas, on kittens, cats, puppies and dogs. 

The Agency is not unfamiliar with this active ingredient and end-use 
product, as Bayer Healthcare has had several pre-registration meetings 
and/or teleconferences with the Agency to discuss these registration 
actions and the specific 40 CPR Part 158 requirements for these products. 
Detailed overviews of the two actions are attached to the respective 
Applications for Pesticide Registration (EPA Form No. 8570-1), and the 
Bayer-EPA interactions will be referenced in the respective sections of 
these overviews, and copies of referenced documents provided. We 
request that copies of the two applications with attachments be 
forwarded to the respective review groups, as we think this 
information could be quite helpful during their review processes. 

Information regarding the benefits of this new active ingredient-containing 
product is contained in the document entitled: "Benefits of Flumethrin 
Active Ingredient and the Imidacloplidf.Plumethrin Collar for Cats and 
Dogs (PNR1427), Bayer report No. 33860," which should allow the 
Agency to make the detennination that " ... the use of the pesticide will not 
cause any unreasonable risk to the environment; and the use of the 
pesticide is in the public interest." 

Douglas A. Spilker. Ph. D. 
Manager, EPA Regulatory Affairs 
Doug.Spilker@Bayer.com 
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I. Copy of Check- Check No. 2000542090 ($209,475.00), cover 
letter, dated 9/20/10, and delivery confirmation, dated 9/21/2010 

2. Application for Registration- Flumethrin Technical 

a. Administrative Volume (Volume 1 on Transmittal 
Document) 

1. Cover letter (Extra Copy) 
11. Copy ofPRIA Payment (Check No. 2000542090) 

iii. Application for Registration- Flumetlnin Technical 
(Form 8570-1), 10pp. w/ 6 attachments 

IV. Transmittal document 
v. Confidential Statement of Formula, dated 

11115/2008 (2 copies) 
VI. Certification with Respect to Citation of Data (Form 

8570-34) 
vii. Data Matrix (CONFIDENTIAL)- "Flumethrin 

Active Ingredient Specific, dated 9/20/2010," 7pp. 
viii. Data Matrix (PUBLIC)- "Flumethrin Active 

Ingredient Specific, dated 9/20/20 I 0," 7pp. 
ix. Product label, dated 9/20/2010 (3 copies) 

b. Bayer Reports- ID Nos. 23979, 23980, 23940, 14838, 
18186,23941,14837,16302,17815,17817,33853,14967, 
76066,14561,32545,32570,30932,30931, !8177, 
201706, 19360, 15285, 19383, 18255, 18968, 35286, 
32775,13252,30322,30686,30517,32365,14173,14174, 
30687,15461,31492,74691,31489,30951,15198,14867, 
14368,22813,30971, 15839,22818,22819, 15987, 35217, 
35038 (3 copies each) 

3. Application for Registration end~use product PNR1427 
Insecticide 

a. Administrative Volume (Volume 1 on Transmittal 
Document) 

I. Cover letter (Extra Copy) 
n. Application for Registration- PNR1427 Insecticide 

(Form 8570-1), 17pp. w/ 7 attachments 
iii. Confidential Statements of Formula (3)- Basic, Alt 

I, and Alt 2, dated 8/25/20 10; 2 copies each) 
IV. Transmittal Document 
v. Certification with Respect to Citation of Data (Form 

8570-34) 
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vi. Letter of Authorization from Bayer CropScience 
(for imidacloprid), dated 917/2010 

vn. Data Matrix (CONFIDENTIAL)- PNR1427 
Insecticide: "Flumethrin Active Ingredient Specific 
(pages 1-7), Imidacloprid Active Ingredient Specific 
(pages 8-14), and PNRI427lnsecticide Specific 
(pages 15-18); dated 9/20/2010," total pages -18 

vm. Data Matrix (PUBLIC)- PNR1427 Insecticide: 
"Flumethrin Active Ingredient Specific (pages 1~7), 
Imidacloprid Active Ingredient Specific (pages 8-
14), and PNRI427 Insecticide Specific (pages 15-
18); dated 9/20/201 0," total pages -18 

ix. Product label, dated 9/20/2010 (3 copies) 
b. Bayer Reports -ID Nos. 33752, 33854, 33855, 33856, 

33857,33749,33750,33800,33826,33805,33806,33824, 
33822,33823,35986,35637,33801,33802,33803,35630, 
35631,35635,35644,35645,35980,35987,33464,3598!, 
35979,35982,33467,33694,33691,36172,15962,35642, 
35643, 15749,33860,33861,35992,35118 (3 copies each) 

BAH Cover l!r Flu-Inti 092310.doc 
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TRANSMITTAL DOCUMENT 

Name and Address of Submitter: Bayer HealthCare LLC 
Animal Health Division 
Box390 
Shawnee Mission, Kansas 66201-0390 

Regulatory action in support of 
which this package is submitted: 

EPA Reg. No./File Symbol: 

Alternate Test Material Names: 

Transmittal Date: 

Box Count: 

Volume 
Number 

Application for registration of 
PNR1427 Insecticide 

Company Number: 11556- XXX 

N/A 

September 23, 2010 

19-24 

Citation 

Administrative Materials 
-Cover letter (Extra Copy) 
-Application for Pesticide Registration (with Attachment,s,),,,, 
-Confidential Statement of Formula (2 copies) : : ' , 
-Transmittal Document 

'' ' " ' -Certification with respect to Citation of Data (8570-34) : . : 
- Letter of Authorization from Bayer CropScience (imida,qlpgrid) 

1 

- Data Matrix (CONFIDENTIAL) 
- Data Matrix (PUBLIC) 

MRID Number 

" , . 
'' i' 

'' , , , 
' '' 

'' '' , 

- Product Label (3 copies) 
------~~~~~~~~~L_=-~~--~~~~~~~----c~~~-------

Rose, J.E., 2009, Chemistry Evaluation of M915 Insecticide, 2 

3 

4 

5 

6 

7 

33752 (1 book, 3 copies). 
Chopade, H., 2010, Request for Waiver from the Requirement 
of Acute Oral Toxicity Study- PNR 1427 Insecticide, 33854 (1 
book, 3 co ies . 
Chopade, H., 2010, Request for Waiver from the Requirement 
of Acute Dermal Toxicity Study- PNR 1427 Insecticide, 33855 
(1 book, 3 copies). 
Chopade, H., 2010, Request for Waiver from the Requirement 
of Acute Inhalation Toxicity Study- PNR 1427 Insecticide, 
33856 (1 book, 3 copies). 
Chopade, H., 2010, Request for Waiver from the Requirement 
of Acute Eye Irritation Toxicity Study- PNR 1427 Insecticide, 
33857 (1 book, 3 copies). 
Durando, J., 2009, Primary Skin Irritation Study in Rabbits, 
33749 (1 book, 3 copies). 

Bayer HealthCare LLC 
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Volume 
Number 

8 

9 

10 

11 

12 

13 

14 

15 

t6 

17 

Citation 

Durando, J., 2009, Dermal Sensitization Study in Guinea Pigs 
(Buehler Method), 33750 (1 book, 3 copies). 
Madsen, T.J., 2010, Safety of PNR 1427 in adult cats, 33800 (1 
book, 3 co ies . 
Madsen, T.J., 2010, Amendment to Bayer Report No.33800-
Safety of PNR1427 in Adult Cats, 33826 (1 book, 3 copies). 
Madsen, T.J., 2010, Safety of PNR 1427 in Adult Dogs, 33805 
(1 book, 3 copies). 
Madsen, T.J. & Chopade, H., 2010, Safety of PNR1427 in 
Puppies, 33806 (2 books, 3 copies). 
Madsen, T.J., 2010, Safety of PNR 1427 in Kittens, 33824 (2 
books, 3 copies). 
Madsen, T.J., 2010, Safety of PNR1427 With Reflectors in 
Puppies, 33822 (1 book, 3 copies). 
Madsen, T.J., 2010, Safety of PNR1427 with Reflectors in 
Kittens, 33823 (1 book, 3 copies). 
Delport, P.C., 2010, Target animal safety with a PNR 1427 
collar with and without reflectors when applied once to adult 
cats, 35986 (1 book, 3 copies). 
Bach, T., 2010, Target Animal Safety With A 10% lmidaqlopri(l 
+ 4.5% Flumethrin Collar With or Without Reflector Clipe: · 

MRID Number 
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Everett, W.R., Davis, W.L., & Settje, T.L., 2010, Efficacy o"i. • 
PNR1427 Against Tick (Dermacentor variabilis, Rhipicepl1a:tl$ 
sanguineus) and Flea Infestations on Dogs, 33801 (1 bonK1 3' 

18 

19 

20 

21 

co ies. 
Everett, W.R., Davis, W.L., & Settje, T.L., 2010, Efficacy of 
PNR1427 Against Tick (Amblyomma americanum) and Flea 
Infestations on Cats, 33802 (1 book, 3 copies). 
Everett, W.R., Davis, W.L., & Settje, T.L., 2010, Evaluation of 
the Effects of Shampooing or Water Immersion on the Efficacy 
of PNR1427 Against Flea (Ctenocephalides felis) and Tick 
(Dermacentor variabilis, Rhipicephalus sanguineus) Infestations 
on Dogs, 33803 (1 book, 3 copies). 
Strube, K., Stanneck, D., Schroeder, 1., & Kruedewagen, E., 
2010, Efficacy of a 10% imidacloprid I 4.5% flumethrin collar 
against experimental tick (Ixodes ric"1nus) and flea 
(Ctenocephalides felis) infestations in cats, 35630 (1 book, 3 
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Number 

22 

23 

24 

25 

26 

27 

28 

29 

30 

31 

Citation 

Strube, K., Stanneck, D., Schroeder, 1., & Kruedewagen, E., 
2010, Efficacy of a 10% imidacloprid /4.5% flumethrin collar 
against experimental tick (Ixodes ricinus and Rhipicephalus 
sanguineus) and flea (Ctenocephalides felis) infestations in 
dogs, 35631 (1 book, 3 copies). 
Wolken, S., & Stan neck, D., 2010, Efficacy of a 10% 
imidacloprid I 4.5% flumethrin collar against experimental tick 
(Ixodes ricinus) and flea (Ctenocephalides felis) infestations in 
cats, 35635 (1 book, 3 copies). 
Rass, J. & Stanneck, D., 2010, Evaluation of the Efficacy, 
Persistency and Safety of "lmidacloprid 1 0%/Fiumethrin 4.5% 
Collar'' in Cats Naturally Infested with Fleas and/or Ticks in a 
Multi-Centric Clinical Field Study in the EU, 35644 (1 book, 3 
co ies. 
Rass, J. & Stanneck, D., 2010, Evaluation of the Efficacy, 
Persistency and Safety of "lmidacloprid 1 0%/Fiumethrin 4.5% 
Collar'' in Dogs Naturally Infested with Fleas and/or Ticks in a 
Multi-Centric Clinical Field Study in the EU, 35645 (1 book, 3 
co ies. 
Strube, K. & Schroeder, 1., 2010, Onset of Efficacy of a 10% 
lmidacloprid/4.5% Flumethrin Collar on Cats When 
Experimentally Infested with the Cat Flea Ctenocephalides felis 
(C. felis), 35980 (1 book, 3 copies). 
Kok, D.J., 2010, Onset of Efficacy of an lmidacloprid/Fiumethrin 
Collar Formulation Against Fleas (Ctenocephalides felis) on 
Dogs, 35987 (1 book, 3 copies). 
Turberg, A. & Settje, T., 2010, Comparative in-vitro study of 
flumethrin efficacy against two Ixodes species in a glass vial 
contact assay, 33464 (1 book, 3 copies). 
Strube, K., 2010, Onset of efficacy of a 10% lmidacloprid/4.5% 
flumethrin collar on cats when experimentally infested with 
Ixodes ricinus(/. ricinus), 35981 (1 book, 3 copies). 
Ketzis, J. & Schroeder, 1., 2010, A controlled, randomized study 
to confirm the efficacy of lmidacloprid/Fiumethrin containing 
collars against artificially induced infestations of Ixodes ricinus 
on beagles, 35979 (1 book, 3 copies). 
Strube, K., 2010, Onset of Efficacy of a 10% lmidacloprid/4.5% 
Flumethrin Collar on Dogs when Experimentally Infested with 
Ixodes ricinus and Rhipicephalus sanguineus, 35982 (1 book, 3 
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33 
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35 

36 

37 

38 

39 

40 

41 

42 

Citation 

Turberg, A., 2010, Comparative in-vitro study of efficacy of a 1 : 
1.85 flumethrin : imidacloprid mixture against larvae, nymphs 
and adults of I. ricinus and R. sanguineus and larvae and adults 
of D. reticulatus ticks in a glass vial contact assay, 33467 (1 
book, 3 co ies . 
Ketzis, J. & Stanneck, D., 2010, A Controlled, Randomized 
Study to Confinn the Efficacy of lmidacloprid/Fiumethrin 
Containing Collars Against a Natural Infestation of Dog Lice 
(Trichodectes canis) on Mixed Bred and Purebred Dogs, 33694 
(1 book, 3 copies). 
Fourie, J.J., 2010, Evaluation of the Efficacy of an 
lmidacloprid/Fiumethrin Collar Formulation on Dogs with 
Naturally Acquired Infestations of Sarcoptes scabiei, 33691 (1 
book, 3 co ies . 
Kruedewagen, E., 2010, In-vitro Efficacy of Hair Coat Samples 
From Cats and Dogs Treated wtth lmidacloprid 1 0%/Fiumethrin 
4.5% Collars Against Ticks (R. sanguineus), 36172 (1 book, 3 
co ies. 
Gyr, P. & Hopkins, T., 1995, Residues of BAY t7391 10% w/v 
Spot-on in the Coat of Dogs at Various Times After Treatment, 
15962 (1 book, 3 copies). 
Delport, P.C., 201 0, Serum and Hair Coat Kinetics of an 
lmidacloprid 1 0%/Fiumethrin 4.5% Collar in Cats, 35642 (1 
book, 3 co ies . 
Delport, P.C., 2010, Serum and Hair Coat Kinetics of an 
lmidacloprid 1 0%/Fiumethrin 4.5% Collar in Dogs, 35643 (1 
book, 3 co ies . 
Jacobs, D.E., 1995, lmidacloprid Spot-on 10% (BAY t 7391) for 
the Control of Fleas on Dogs- Clinical Field Study, 15749 (1 
book, 3 co ies . 
Spilker, D.A., & Davis, W.L., 2010, "Benefits of Flumethrin 
Active Ingredient and the lmidacloprid/Fiumethrin Collar for 
Cats and Dogs (PNR1427)", 33860 (1 book, 3 copies). 
Lunchick, C., 201 0, Occupational and Residential Exposure 
and Risk Assessment for PNR 1427 Dog and Cat Collars 
Formulated with lmidacloprid and Flumethrin, 33861 (1 book, 3 
co ·res. 
Stan neck, D., 2010, Dosage of the imidacloprid 1 0%/flumethrin 
4.5% collar and release of the active ingredients over time in 
cats and dogs- Review Compilation, 35992 (1 book, 3 copies). 
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43 

Citation 

Kruedewagen, E., 2010, Soluble Surface Content of Flumethrin 
and lmidacloprid of a Collar Containing 10% lmidacloprid plus 
4.5% Flumethrin After Seeing Worn by Cats for Different Time 
Periods, 35118 (1 book, 3 copies). 
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Form Aooroved OMS Nos. 2070. _;J60; 2070-0057; 2070-Qf07; 2070-0122; 2070-0164 

, ..... ft'\ UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
\lii!U' 1200 Pennsylvania Avenue, N.W. ,:;7 

WASHINGTON, D.C. 20460 

Paperwork Reduction Act Notice: The public reporting bnrden for this cottection ofirllormaUon is estimated to average 1.25 hours per response for registration 
and 0.25 hours per response for reregistration and special review activities, including time for reading the instructions and conlJieling the necessary forms. Send 
comments regardiog burden estimate or any other aspect of this collection of information, including suggestions for reduciog the burden to: Director, Cottection 
Strategies Divisioll (2822T), U.S. Environmental Protection Agency, 1200 Pennsylvania Avenue, N.W., Washington, DC 20460. Do not send the completed form 
to litis address. 

Certification with Respect fo Citation of Data 

Applicant's/Registrant's Name, Address, and Telephone Number EPA Registration Number/File Symbol. ' 
Bayer HeallhCare LLC, Animal Health Div., BOX 390, Shawnee Mission, KS 66201 (913-268-275 f) 11556-XXX ' -Active lnaredienl(s) and/or representative lest comoound(s) o ... .23~::2<!>11} ' 

lmidacloprid; Flumethrin ' ' ' 
General Use Pettem(s) (list all those claimed for !his product usinq 40 CFR Part f58) Product Name "" '' ' ' ' ' ' ' ' Indoor; Non-food Use PNRf427 Insecticide 

' ' NOTE: If your product is a fOO% repackaging of another purchased EPA-registered product labeled for all the same uses·oA your label, yo;~,dl) not need to 
submit !his fonn. You must submit the Fonnulator's Exemption Statement (EPA Fonn 8570-27). 

' 

0 
I am responding to a Data-Call-In Notice, and have included with this fonn a list of companies sent offers of compensation (the Data MatriJ<,Ji;lrm should 
be used for this purpose). ' 

' ' , ' ' ' ' 
SECTION 1: METHOD OF DATA SUPPORT (Check one method only) 

0 
I am using the cite-all method of support, and have included with this form 

0 
I am using the selective method of support (or cite-all option 

a lisf of companies sent offers of compensation (the Data Matrix form under the selective method), and have included with this fonn a 
should be used for this p\Jrpose). completed list of data requirements (the Data Matrix fonn must be 

used). 

SECTION II: GENERAL OFFER TO PAY 

/Required if using the cite-all method or when using the cite-all option under the selective method to satisfy one or more data requirements) 

0 I hereby offer and agree to pay compensation, to other persons, with regard to the approval of this application, to the extent required by FIFRA. 

SECTION Ill: CERTIFICATION 

I certify that this applica!'ion for reg'1s!ration, this form for reregistration, or this Data-Call-In response is supported by all data submltted or cited in the 
application for registra~on, the form for reregistration, or the Data-Call-In response. In addition, if the cite-all option or cite-all option under the selective method is 
indicated in Section I, this application is supported by all data in the Agency's files that (1) concern the properties or effects of !his product or an identical or 
substantially similar product, or one or more of the ingredients in this product; and (2) is a type of data that would be required to be submitted under the data 
requirements in effect on the date of approval of this application if the application sought the initial registration of a product of identical or similar composition and 
uses. 

I certify that for each exclusive use study cited in support of this registration or reregistration, that I am the original data submitter or that I have obtained 
the written pennisslon of the original data submiller to cite !hal study. 

I certffy that for each study cited in support of this registration or reregistration that is not an exclusive use study, either. (a) I am the original data 
submitter; (b) I have obtained the permission of the original data submitter to use the study in support of this application; (c) all periods of eligibility for 
compensation have expired for the study; (d) the study is in the public literature; or (e) I have notified in writing the compeny the! submitted the study and have 
offered (1) to pay compensation to the extent required by sections 3(c)(1)(F) and/or 3(c)/2XB) ofFIFRA; and (ii) to commence negotiations to detennine the 
amount and terms of compensation, jf any, to be paid for the use of the study. 

I certify that in all instances where an offer of compensation is required, copies of all offers to pay compensation and evidence of their delivery in 
accordance with sections 3(c)(1 )(F) and/or 3(c)(2)(8) of FIFRA are available and will be submitted to the Agency upon request. Should I fail to produce such 
evidence to the Agency upon request, I understand that the Agency may in~ia!e acllon to deny, cancel or suspend the registration of my product in confonnity with 
FIFRA. 

I certify thaf fhe sfafements I have made ort fhis form and all attachments to It are true, accurate, and complete. I acknowledge thaf any 
knowingly false or misleading statement may be punishable by fine or imprisonment or bofh under apPliCable taw. 

Sigo"'"V, ~A- L ·PJP? Date Typed or Printed Name and Tille 

XJ¥'2..>1o Douglas A. Spilker, Mgr. EPA Reg. Affairs 

. ' EPA Form 8570--34 (12 2003) Electromc and Paper versions ava leble. Subm~ only Paper version . 
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II 
UNITED STATES ENVUWNMENTAL PROTECTION AGENCY ~ 

' e 

401 M Street, S.W. ~ ' 

WASHINGTON, D.C. 20460 Fon11 e ' 

OMBNo. ' 
Paperwork ReduClion Acl Notice: Tile public reporting burden for this collection of information is estimated to average 0.25 hours per response for registmtion activities and .025 hours per response 
for infonnation, including suggestions foc reducing the burden to: Director, OPPE lnformalion Managmneut Division (2137), U.S. Environntental Protection Agency, 401 M Street, S.W., Washington, DC 
20460. Do 1101 seod the form to the address. e ~ 

DATA 

Do<eo '23, 2010 

Flom~~g~ I 7) 

I of I 

I ~;~7faltll I 
,, ) 

I '; • lmidadoprid (CAS 138261-41-3) 
P.O. Box 390 • huidacloprid Tcchuical (pages 8 -14) 
Shawnee Mission, KS 66201-0390 • PNR1427 fnsecticide{pages 15- 18) 

Guideline Guideline Study Name MRID Submitter Stntus Report Number Comments 
Reference Number 

1 ° 7) 

!1556 OWN 23979! 

prod.ic 
fm,eriru• ~d 1o pmdooe ilie 

11556 OWN 23979 (BR 2625) 

' 'p•oc~' !1556 OWN 23979 (BR 2625) 

~ ' " p•oce» a N.A,, EP O"ll 

' of !155( 

~analysis OWN 

; flimil• OWN 

cmeiliod 11556 OWN 23979 (BR 2625) 

::~ 
'•=pl~ S=pb: 

I Colm 11556 OWN 23980 (BR 2624) 

; 11556 JWN 23980 (BR 2624) 

" Odm 11556 OWN 23980 (BR 2624) 

831, 

~ 
OWN 

~ 8)0, ' OWN 

' !1556 OWN <2624) 

; !1556 OWN 23980 (BR 2624) 

830,631 !1556 OWN 2624) 

lit !1556 OWN "624) -
' 

:~ 
OWN 2624) - OWN 

~::~: 830,' pH 

BAH CONADENTIALData malrix PNR1427 Ru-imi-EP 092310.do~ 



157

II 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 For111 

Approvt:d OMB No. 2070·0060 

Paperwork Redu<.:tion Act Notice: The public reporting burden l"or this ~ollet:tion or iuforowtion is estimate(] to average 0.25 hours per response for registration activities and .025 hours per response 
for iofom1ation, iucluding suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Protection Agency, 401 M Street. S.W., Washington, DC 
20460. Do not send the fonn to tlte adtlress. 

DATA MATRIX- CONFIDENTIAL VERSION 

Date: September 23, 2010 EPA Reg No.!F"rle Symbol: 11556-XXX Page 2 of 18 
Bayer Health Cure, LLC Product: PNR1427 Irrsecti'cide Ingredienl: FIUiliCthrin (CAS 6977()..45-2 ) 
Animal Health Division • I'IUIJICthrin T~dmical (pages I -7) lmidacloprid (CAS 138261-41-3) 
P.O. Box 390 • ltnidacloprid Technical (pages 8 -14) 
Shawnee Missiou, KS 66201-0390 • PNR1427 Insecticide (pages 15 -18) 

Guideline Guideline Study Name MRID Submitter Status Report Numb~r Comments 
Reference Number 
Number 

~100 
OWN 

" 11556 OWN 
23980 ~ N.A.- No<o liq";d 

t::::lima OWN ; 

ffilf Fil ii ; ' ~ ' OWN ; ; 
,. ' 

Partition coefficient (u-octanol/water) 11556 OWN 23980 (BR 2624) 

11556 OWN 23980 ... 
11556 OWN ''""" ~~ ; ' ;s,;;~o 

; ; ' v toxicitv N.A. 

~ ~ 
N.A. 
N. 

; "~';"' N.A. 
; 

~ ; N.A. 

N.A. 
850.1035 
830.1045 Acute toxicity estuarine and marine organisms 

~~$ 
' ,; ' 

BAH CONADENTIAL Oat~ ntatrix PNRI427 Flu-Imi-EI' 09231 O.doc 
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II 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Sueet, S.W. 
WASHINGTON, D.C. 20460 Form 

Approved OMB No. 2070-0060 

Pnperwork Reduction Act Ntlli~e: The public reporting burden for this collectiun of infonnmion is estimated to average 0.25 hours per response ror registration activities and .025 hours per response 
for information, including suggestions for reducing the burden to: Director, OPPE 1nrurn1ation Management Division (2137), U.S. Environmental Protecllon Agency, 401 M Strcc1, S.W., Washington, DC 
20460. Do not send the fom1 to the address. 

DATA MATRIX CONFIDENTIAL VERSION 

Date: September 23, 2010 EPA Reg No./Filc Symbol: 11556-XXX Page 3 of 18 

Bayer Health Cme, LLC Pruduct: PNR/427 Insecticide Ingredient: Flumethrin (CAS 69770-45-2 ) 
Aniwal Health Division • Flumethrin Technical (pages I -7) hnidndoprid (CAS 138261-41-3) 
P.O. Box 390 • hnidacloprid Technical (pages 8 -14) 
Shawnee Mission, KS 6620 I -0390 . PNRI427 Insecticide (pages 15- 18) 

Guideline Guideline Study Name MRID Submitter StahL~ Report Number Comments 
Reference Number 
Number 

; life< I N.A. 

' I N.A. 

8~~ i I N.A. 
Fl;h life oydo N.A. 

~qoo<i" i N.A. 

' toxicity 

"'"· '"·'" 
""""'' "'" N.A. 

~ I 

Ffii ~I I 

I i i N.A. 
i N. 

Field testing for 1 IIi N.A. 1 

Toxicology, Sedion 158.500 

870.1100 Acute oral toxicity- rat 11556 OWN 76064 (ID 23940) 

11556 OWN 14838 Supplemental 

11556 OWN !8186 Supplemental 

870.1200 Ac01e dermal toxicity 11556 OWN 76065 (ID 23941) 

11556 OWN 14837 Supplemental 

870.1300 Acute inhalation toxicity m; 11556 OWN 16302 

11556 OWN !7815 Pilot study 

Pilot study 
11556 OWN !7817 

BAH CONFIDENTIAL Dma matrix PNRI427 Flu-hni-EP 0923JO.doc 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Form 

Approved OMB No. 2070-0060 

Paperwork Reduction Act Notice: 11te public reporting burden for this colle~tion or information is estimated to average 0.25 hours per response for registration activities aud .025 hours per response 
for information, including suggestions for reducing the burden to: Dirt..'{;!or, OPPE Jnformatiou Mauagernent Division (2137), U.S. Envirumllt:ntal Protection Agt:ncy. 401 M Street, S.W., Washington, DC 
20460. Do not send the fomt to the address. 

DATA MATRIX- CONF1DENTIAL VERSION 

Date: September 23, 2010 EPA Reg No./Filc Symbol: 11556-XXX Page 4 of 18 

Bayer Health Care, LLC Product: l'NR/427 lliSeftfcide Ingredient: Flurnethrin (CAS 69770-45-2) 
Animul Health Division • Flumctluiu Technical (pages I -7) lmida<.:loprid (CAS 138261-41-3) 
P.O. Box 390 • lntidacloprid Teclmi~<d (pages 8 -14) 
Shawnee Mission, KS 66201-0390 • PNRI4271nsccticide (pag:es 15- 18) 

Guideline Guideline Study Name MRID Submitter Stlltus Report Number Comments 
Reference Number 
Number 

870.2400 Primary eye irritation rabbit 11556 OWN 33853 Waiver request 

11556 OWN 14967 Supplemental Study 

870.2500 Primary dernwl irritation 11556 OWN 76066 (JD 23942) 

870.2600 Dermal sensitization 11556 OWN 14561 

870.6100 Delayed neurotoxicity (acute)- "'" N.R.- Not an organophosphate 

870.6200 Acute neurotoxi~~- rat 11556 OWN 201861 (ID 32545) N.R.- Not an organophosphate 

870.3100 90-day oral -rodent No oral exposure 

870.3150 90-day feeding- non-rodent N.R.- Nonfood use 

870.3200 21-day dermal -rabbit/rat N.R. Nonfood use 

870.3250 90-day dermal toxicity 11556 OWN 32570 

11556 OWN 30932 Pilot study for 32570 

11556 OWN 30931 Pilot study for 32570 and 30932 

870.3465 90-day inhalation 11556 OWN 18177 

870.6100 28-dav del a neurotoxicit -h~ N.R. Not an organophosphate 

870.6200 90-da neurotoxicit -rat 11556 OWN 201706 (ID 32054) 

870.4100 Chronic oral toxicity- rodent 11556 OWN 19360 Listed as study type 870.4300 (combined) 

11556 OWN 15285 Pilot study for ID 19360 

870.4200 Carcinogenicity- rat 11556 OWN 19360 Listed as study typL: 870.4300 (combined) 

11556 OWN 15285 Pilot study for ID 19360 

870.4200 Car>:inogenicity- n1ouse 11556 OWN 19383 See protocol discussion 

11556 OWN 18255 Ptlot study for lD 19383 

870.3700 Devclopn1ental toxicity- rat 11556 OWN 18968 

870.3700 Developmental toxicity- rabbit 11556 OWN 35286 

BAH CONFIDENTIAL Data matrix PNR1427 Flu-lm·1-EP 0\123JO.doc 
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UNITEJ) STATES ENY1RONM£NTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Fonu 

Approved OMB No. 2070-0060 

Paperwurl:: Reduction Ac1 Notice: 1l1e J)1.lblie reporting burden for this collection o( iufunnmion is csti111ated tu nverage 0.25 hours per response for registration activities 1111d .025 hours per response 
for infomtation, iucluding suggestions for reducing I he burden ta: Dircc1or, OPPE lnfonnation Management Division (2137), U.S. Enviromnenlal Protection Agency, 401 M Street, S.W., Wa.shinglou, DC 
20460. Do not send the fom1 to the address. 

DATA MATRIX- CONFIDENTIAL VERSION 

Date: September23, 2010 EPA RcgNo.!FneSymbol: 11556-XXX Page 5 of 18 

Bayer Health Care, LLC Product: PNRJ427lusecticide lilgredient: Flumethrin (CAS 69770-45-2 ) 
Ani1nal Heahh Division • J-lUinethrin Technical {pages 1 -7) 1mi<.l<~cloprid (CAS 138261-41-3) 
P.O. Box 390 • llllidacloprid Teclmical (pages 8 -14) 
Shawnee Missiou, KS 66201-0390 . PNR1427 Insecticide (pages 15- 18) 

Guideline Guideliuc Study Name MRID Submitter St!llus Report Number Comments 
Reference Number 
Number 

870.3800 Reproduction and fertility effects 11556 OWN 32775 

11556 OWN 13252 l'ilut study for 32775 
11556 OWN 30322 Pilot smdy for 32775 
11556 OWN 30686 Pilot study for 32775 

11556 OWN 30517 Supplc1neot to 30686 

870.6300 Deve];;;ncntalncurotoxic~ 11556 OWN 201747 (ID 32365) 

870.5100 Bacterial reverse mutation assay 11556 OWN 14173 
11556 OWN 14174 

11556 OWN 30687 

870.5300 Jn vitro mammalian cell assay 11556 OWN 15461 
870.5375 11556 OWN 31492 

11556 OWN 74691 (II) 16145) 

11556 OWN 31489 

870.5385 ln vitro cytogenetics 11556 OWN 30951 

870.5395 11556 OWN 15198 

870.5550 Unscheduled DNAS:;;:,~hesis 11556 OWN 14867 

870.7485 Metabolism and pharmacokinetics 11556 OWN 14368 

11556 OWN 228t3 

11556 OWN 30971 
11556 OWN 15839 Cattle Sup le1uental Study 
11556 OWN 22818 Sheep Sup lemental Study 
11556 OWN 22819 Shce Supplemental Study 
11556 OWN 15987 Cattle Sup lemental Study 

870.7200 Com auion animal safet N.A. for EP Only 
870.7600 Derm~nctration N.R.- Sec Risk Assessment 

BAH CONFIDENTIAL Data ma1rix PNRI427 Flu-ln1i-EP 092310.doc 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Fom1 

Approwd OMB No. 2070-0060 

Paperwork Reduction Act Notice: TI1e puhlic reporting burden for this collection of information is estimated to av~ragc 0.25 hours per response for registration activities and .025 hours per response 
for information, including suggestions for red!1dng the burden to: Director, OPPE lnfonnation Management Division (21 37}, U.S. Environutental Proteclion Agency, 401 M Street, S.W., Washington, DC 
20460. Do not send tl1c J'onn to the uddn:ss. 

DATA MATRIX-CONFlDENTJAL VERSION 

Date: Septemlmr23, 2010 EPA Reg NoJFile Symbol: I 1556-XXX Page 6 of 18 

Bayer Health Care, U.C Product: PNR/427 Insecticide Ingredient: Flunmthrin (CAS 6977045-2) 
Animal Health Division • Flume~lrin Technical (pnges I -7) lmiducloprid {CAS I 38261-41 -3} 
P.O. Box 390 • huidacloprid Technic.. I (pages 8 -14) 
Sh~wntle Mission, KS 66201..0390 • PNRJ4271n~ttticidc(pages 15-18) 

Guideline Guideline SJudy Name MRID Submitter Status Rcporl Number Comments 
Reference Number 
Number 

~ 
""'' 11556 OWN 35038 ll!l 1/06 y '" 

Nooe I h foe 
11556 I 35059 I IIi 1100 '"' ' OWN 

158.1300 

s§§:: IN. 

. "''" I N.A . 

" ' : ;;;;, NA 

~ ~ 
N.A. 

il " INA 
~ ' INA 

~ N.A. 
I I N.A. 

ti n 

~ 

bil 
I i 

~ I 'i 
I " 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Fomt 

Approved OMB No. 2070-0060 

Paperwork Reduction Act Notice: Tite public reporting burden for this collection of information is estiotaled to average 0.25 hours per response for registration activities and .025 hours per response 
for infonnation, including suggestions for reducing the burden to: Diro...~lor, OPPE lnlbrmalion Management Division (2137), U.S. Environmental Protection Ageucy, 40 I M Street, S.W., Washington, DC 
20460. Do no! send the fonn to the address. 

DATA MATRIX- CONFIDENTIAL VERSION 

Date: Septe.uber 23, 2010 EPA Reg No .!File Symbol: 11556-XXX P:Jgc 7 of 18 

Bayer Health Care, lLC Product: PNRI427lnsn:ticide Ingredient: l-1u111clhrin (CAS 69770-45-2) 
Animal Health Division • Flumcthrin Technical (pages I -7) lmidacloprid (CAS 138261-41-3) 
P.O. Box 390 • Jmidacloprid T!:'chnicnl (pages 8 -14) 
Shawnee Mission, KS 66201-0390 • PNR 1427 Insecticide (pages 15- 18) 

Guideline Gt1ideline Stlldy Na!lKl MRID Sllbmitter Statll.S Report Nllmher Comments 
Reference Number 
Nllmber 

'•'""'~ 
~ I N.A. 

; I 

~ 
; I 

-; ' 
' - 'rop flcld ' N.A. 

-"'""'- N.A. 

~ I' 
., 

~ ~ I 

BAH CONFfDF.NTIAL Data nml.rix PNRI427 Flu-I111i-EP 092310.doc 
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Ill 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Form 

No. 2070-0060 

' li~~evortin~ burde~·f;; this • II i 1 i is estimated to average 0.25 !lours per response for registratiou activities and .025 hours per response 

~~;;r. ; lo: Director, OPJ'E lnfonuation Management Division (2137), U.S. Euvironmentall'rolection Agency, 401 M Street, S.W., Washington, DC 
J<hd;,.,· 

o;;;:- .2oi0 

~'>"'' 
P.O. B())( 390 
Shawnee Mission, KS 66201-0390 

Guideline 
Refereuce 
Number 

61-1 

61-2 

6iC3-

62-1 

62-2 

Guideline Study Name 

Chemical identity 

Statement of Composition 

analysis 

Cenifieal.ion of limits 

method 

ll and Physical• ti 

BAH CONFIDENTIAL Data matrix PNR1427 Flu-1mi-EP092310.doc 

DATA . 
EPA H~. 

• Flumethrin Tcchnkal (pages 1 -7) 

• lmidacloprid Technical {pages 8 -14) 
• PNRJ427lnsecticide (pages 15 -18} 

MRID Submiltt!r Status 
Number 

~8-14) 

264 PER i BR >759 'GAD 

264 PER 

PER 

~'--+--'~~ 
BR >879 (fGA)) 

BR >759 'GA)) 

18Rlii9 iiA 
I BR ""' 'GA 

264 PER I BR >759 'GA 

264 PER l<R 

~: ~~· 
~'--J.--'2"'--64-j-~f-; U760 (TGA 

264 PER < >880 'GA 

264 PER BR 

264 PER BR )76) ITGA)) 

~~b1;~:Wi= ,:: 
264 PER BR 

264 PER BR >761 rrcAr 

''" 8ofiS 

' ' ) 
) (CAS 138261-41-31 
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Ill 
UNITED STATES ENVIRONMENTAL I'RQTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Form 

lNo. 

Paperwork Reduction Act Notice: The public reponing burden for this collection of inforumtion is csti1naled to average 0.25 llours per response for registration activities and .025 hours per response 
for information, including suggestions for reduciug the burden to: Director, OPPE Information Management Division {2137), U.S. Environmental Protection Agency, 40 l M Street, S.W., Washington, DC 
20460. Do not send the form lo the address. 

DATA '_, 
""'"' EPARcgl . il ~ II 

1 
'"'' 9of l8 

~~~~;~· Hca~t;~~i;i;; ' ' ' ) 

• FlumetluinTechuical {pages l-7) lmidacloprid (CAS 138261-41-3) 
P.O. Box 390 • lluidacloprid Technical {pages 8 -14) 
Shawnee Mission, KS 66201-0390 • PNR 1427 Insecticide (pages 15- 18) 

Guideline Guideline Study N11me MRIO Submitter Stl1tus Report Number Commcltts 
Number 

N,mbo< 

63-8 I ~ 264 PER ~1761 [fGAO 63-9 264 PER 
,3-10 ' N.A.- ore, ' ; 

'"'"o)/ w""' '"'"''" 

~ 
264 

i= =il761 
)2 tl761 (1 

)3 itability 264 

o-14 I reducing action I N.A. -No"""'" , , ; 

.\-)5 "li 264 PER BR 176) 'TGAI) 

3:16 I~ ~ 
264 :iit :i""~;, 3-JC I """'" . 264 

63-18 N.A.- Solid 

,3-19 I i. N.A.- Solid 

·20 

~ 
264 PER BR 176l ' .GAQ 

.2) IN., 

~ ''=""'~ " ; I~ upon request 

; ' 
7) A''"" dloruy- qorul 
7)-2 A,;., dlorn•y -dock 

71-3 w'"' " N.A. 

7)-4{•) "- qooll N.A. 

7)-4(b) ,; "-dock N.A. 

71-5 j" '""I . N.A. 

72-1(•) i it ' N.A. 

BAH CQNADENTIALData matrix PNR/427 Flu·lmi-EP 0923/0.doc 
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II 
UNITED STATES ENVIRONMF.NTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Form 

Approved OMB No. 2070-0060 

Paperwork Reduction Act Notice: The public reporting borden for this collection or information is estiomtcd to avewge 0.25 hours per response for registration activities and .025 hours per response 
for information, including suggestions for reducing the burden to: Director, OPPE Information ManagctHent Division (2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washington, DC 
20460. Do not send the form to the address. 

DATA MATRIX CONFIDENTIAL VERSION 

Date: Septcmbcr23, 2010 EPA Reg No./File Symbol: 11556-XXX Page 10 of 18 

Bayer Health Care, LLC Product: PNR/427 IrrsecJicide Ingredient: Flumethriu (CAS 69770-45-2 ) 
Animal Health Division • J:-lumethrin Technical {pages 1-7) huidacloprid(CAS 138261-41-3) 
P.O. Box 390 • lmidacloprid Technical (pages 8 -14) 
Shawnee Mission, KS 66201-0390 • PNR 1427 Insecticide (pages 15- 18) 

-- ---
Guideline Guiddiue Study Name MRID Submitter Stalus Rcporl Number Comment~ 
Reference Number 
Nomber 

n~ "'" ~ "' N.A. 

; ' hui 

; ' ' N.A. 

~2(o) ' ' ~toxicity-< ; N.A. 

" ~3(o) I moriPe <o>loi<Y ~ fieh N.A. 

~3(b) I mmioo I 
; ' 

A( e) ~lfe e<ogo ~ fieh N.A. 

N.A. 

72~) ' '"'"" 
Nooc Foh.c I ; N.A. 

predictions for 

No"' I N.A. 

~40 " N.A. 

Sf~! Aw~e, II 264 PER . 100040 (TGAI) 

81 ~2 AWIO< 264 PER . 101041 (TGAO 

~ 
264 

~ ~ 81:3 Acute inhalation 264 (fOAl) 

8f4 e irrita(IOn - rabbit 264 PER TOAD 

8(~5 .I irritation -rabbit 264 PER fOAl) 

8f~6 " ~'"'""pig 264 PER '· 99800 (TGAO 

BAH CONFIDENTIAL Data matrix PNRI427 Flu-lmi-EP 092310.doc 
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II 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Fom1 

Approved OMB No. 2070-0060 

Paperwork Reduction Act Notice: Thoo public reporting burden for this collection of information is estimated to average 0.25 llours per rcsponsoo ror registration aclivities and .025 hours per rcsp{lnse 
for information, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmoontal Protection Agency, 401 M Street, S.W., Washington, DC 
20460. Do no1 send the form to the address. 

DATA MATRIX CONFIDENTIAL VERSION 

Dale: Septen1bcr 23, 2010 EPA Reg No./Filc Symbol: 11556-XXX Page It of t8 

Bayer Health Care, lLC Product: PNR/427 I11sectidde Ingn'dicnt: Flumethrin (CAS 6977{).45-2 ) 
Animal Health Division • l-lumelhrin Technical (pages I -7) lmidncloprid (CAS I 38261-4 1-3) 
P.O. Box 390 • lmiducloprid Technical (page.s 8 -14) 
Shawnee Mission, KS 66201-0390 . PNRI427 Insecticide (pages I 5- 18) 

Guideline Guideline Study Name MRID Submitter Status Reporl Number Comments 
Reference Number 
Numbcr 

264 PER . 106348 

:! PER . 106348-1 

81-8(SS) ""'" 
~ :i ~ 82-l(o) 

- '""'"' 264 

82-l(b) 264 100176 

~ 
264 PER . 100688 

82-2 21-day dermal 264 PER 

82-S(b) 1 -m4mm4l 264 PER .106356 

264 PER . 100652 

~ 
26 PER . 101931 

26 
~ ~ 83-l(a) ; 1oxki1y- rodent 26 

83-l(b) ; toxicity 264 PER . 100015 

264 PER 100652 

~ 
264 

~ <No~ 264 

83-2(4) ml 264 PER 

264 PER 100693 

~ 
PER '· 101929 

83-2(b) mouse 

~ ~ 83-3(ol -"' 
83-3(b) II IO"idly- ,obbll 264 PER '98572 

83-4 Two .. - rnl 264 PER . 100641 

BAH CONFIDENTIAL Data matrix PNR 1427 Flu-lmi-EP 0923 IO.doc 
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II 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Form 

OMB No. 2070-0060 

li r lburdenforthiso II i I I . II is I ,. 
' i hours per ,. i s_ and.025 hours per response 

~~4~o:· ; I o<oo Dlreoloc, OPPE ' ' , u.::;. Environmental I 401 M Street, S.W., \Vru;hiugton, DC 

< DOlo '23, 2010 
'*RIX-~flAL' 

II P4ge 12 of18 
' "'"'' Heolih c,re, Product: PNRf427lrrsecticide Ingredient: l111idaclop~~~~~~9770-4~-: _l' 

i·~·a:·8o, 39o • Fluntclhrin Technical (pages ~5~~~~~) . lmidacloprid Technical (pag;~Su 
Shawnee Mission, KS 66201-0390 • PNR1427 i 15-1 

Guideline Guideline Study Nmrc MIUD Submitter StahL~ 

. ;;;;,;;.;;~-
Number 

264 PER '· 101276 
264 PER 

84-2!41 Gene ' PER 

~; ~ ~ 
264 PER 

264 PER ~ io2m 

~:: 264 ~ 84-2(b) I ' 264 '· 102" 
264 PER 

~ =ii: 
:!oms 

84-4 Other effects '· !112653 
264 PER '· 101999 
264 PER '· 87264 

~ 
'264 . PER 

~ 85 I ' --pffi 
N.A roc EP O"IY 

s~~Zi~o I 

--,:9 ~ 1 N.A roc EP doli-
PJ;;;;t ;;t58.54c 

122'2 ~;,,;;.- I N.A. 

---m:2 ~ I N.A. 
J4j:i I N.A. 

BAH CONFIDENTIAL Data tuatrix PNRI427 f'lu·lmi-EP 092310.doc 
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II 

Oo<" c23,2010 

Bayer 
Animal 
P.O. Box _3?0 
Slmwne~ Mission, KS 66201..0390 

<41-2 

·~""'' 
230-236 

' ; 
161-1 

161-2 

161-3 
162-1 

162-2 
;2-3 

165·1 

Guideline Study Nnme 

'~""' 00 '"""'' 
r , Stttioo 158.390 

Anerobic :· ' ' 

~ 
~~"'"""""' ''"' 

I lfo• • 

BAH CONFIDENTIAL Data matrix PNRI427 Flu-Imi-EP 092310.doc 

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
401 M Street, S.W. 

WASHINGTON, D.C. 20460 Form 

n is, in t Ito: 
II I I ~'~. . ' 

lOMB No. 

i r response 

' ; Agcncy,401MStrcel,.:>,' i 11 DC 

~ ~~<~X:<X======~Pr==.gel3~offf;=8========~ 

I 

MRID 
Number 

1 4225il'i'f 

• Flumethrin Teclwical (pages 1-7) 
• lmidaclopritl Technical (pages 8 -14) 
• PNRI427 i 15 -18) 

Submitter Status 

264 PER 

Ingredient: Flmncthrin {CAS 69770-45-2) 
lmid~cloprid {CAS 138261-41 -3) 

N.A. 

N.A. 

N.A. 

N.A. 

N.A. 

N. 

N.A. 

N.A. 

N.A. 

N.A. 
N.A. 
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Ill UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
401 M su~et, S.W. 

WASHINGTON, D.C. 20460 Fonn 
l3No. 

~i.~'' 
,, l_~uru~nfort i i ti n.i!' · perresponsef~r~ ~~~n?:~25 response 

o merrnm ~ 
•: Director, OPPE Information Management Oivision {2137), U.S. Environmentol 401 M Street, S.W., Washington, DC 

Date: ' •10 
·~ ~N 

EPA Rog No., He Symbol< Pogo 14 of18 

Bayer Health Cure, LLC ProducJ: PNR1427 Insedicide Ingredient: Flumethrin (CAS 69770-45-2) 
Animal Health Division • Flumethrin Technical (pages I -7) lmidacloprid (CAS 138261-41-3) 
P.O. Box 390 • hnidacloprid Technical (pages ~ ~~~~) 
Sha\\11ec Mission, KS 66201-0390 • PNRI427 . · 15- l 

•I Guideline Study Name MRID Submitter Status 
Number 

~ ; 'me<hod N.A. 

~ ~ ~ 

BAH CONFfDEl'<T!AL Data mmrix PNRI427 Flu-lrni-EP 092310.doc 
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II 
UNITED STATES ENVIRONM£NTALPROTECTION AGENCY 

401 M Streel, S.W, 
WASHINGTON, D.C. 20460 Form 

Approved OMB No. 2070·0060 

Paperwork Reductio11 Act Notice: The public repmting tnntlen for this collection of information is estituuted to avcrage 0.2~ hours per response for registration activities and .025 II oms per response 
for infonnation, including suggestions for reducing the burden to: Dim:lor, OPPE Information Management Divhion (2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washington, IX 
20460. Do oot send the form to the address. 

DATA MATRIX CONFIDENTIAL VERSION 

Date: Seplembel 23, 2010 EPA Reg No./File Symbol: 11556-XXX Page 15 of 18 

Bayur Heallb Cue, LLC Product: PNRI427lnsecticide Ingrodicut: Flumcthriu (CAS 69770-45-2 ) 
Animal Health Division • Fluute~trin Technical (pages I -7) lmiducloprid(CAS 138261-41-3) 
P.O. Box 390 • lmidacloprid Tedmical (pages 8 -14) 
Shawnee Missiou, KS 66201-0390 • I'NRI427 lnsccticide (pages 15- 18) 

~ 

Guideline Guideline Study Name MRID Submitter Stntus Rcporl Number Comments 
Reference Number 
Number 

PNR 1427 Insecticide End-Use Product : (l'af!:eS 15 - 18) 

830~~ 
I '""'"' 

1556 

~;;J;,~ fmeRriol" ' 1 33752 
11556 OWN 

~ ~ 5WN Jjjj2 

' "=" )WN I 33752 

' ' ; 11556 JWN 33752 

; 

I I Certified o~ ~ OwN Jjjj2 

OWN 1 33752 

Srunpl~ 

rc;;;;;;c <1556 JWN 33752 

3ill[ ~6\VN Jjjj2 

~3 OwN 
I Stability N~A~- ' i i·" ; N~A~- EP "' ""'"'"" 

; ; 
g '''"' 

' N~R~- Thle pwdocr I ' 
I ;,-;; ~ ~;~,,;F: up flashpn"mt for all tltc 

N~R~ '""~ 
; 

' 
~ 

i I N~R~- :1 is not I ' '"'"' 
BAH CONFIDENTIAL Data mmr"1x PNRI427 Flu-Jmi-EP0923JO.doc 
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'2010 

Bayer 
Animal Health Division 
P.O. Box 390 
Shawnee Mission, KS 66201-0390 

" 

Guideline Study Name 

830.7560 
830.7570 

830.' 

I oH 
. I 

i i i 

I I, I 

Partition cocfficiem (n-octanol/water) 

,, 

UNITED STATES ENVIRONMENTAL PROTEC!lON AGENCY 
401 M Street, S.W. 

\V ASHINGTON, D.C. 20460 Form 

~ for tl i i 11 li r response for 1 i 1 
lo: Director, OPPE 111rormation 

i i 

MRID 
Number 

DATAl 

37), U.S.' I 111 I I 

JloS,mbol• 

Product: PNR/427 lllsecticide 
• Run1ethrin Technical (pages I -7) 
• lmidacloprid Technical (pages 8 -14) 
• PNR1427 15 18) 

Submitter Status 

11556 

11556 
11556 

1155<> 

OWN 

)WN 33857 
OWN 33749 

OWN 337SO 

BAH CONFIDENTIAL Data matr"lx PNR 1427 Flu-lmi-EP 09231 O.doc 

No. 2070-0060 

and .~25 hours per response 
401 M Streel, S.W., Washington, DC 

; Pog, 16ofl8 

lngrl:dic11t: I 1 :; 69770-45-~ .l _ 
lmidadoprid (CAS I 

I Pending;. 'I 1 

sa solid and· i "'Y not 

N.A.- TGAI Only 

N.A.- TGAI Only 
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II 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M S1reet, S.W. 
W ASHJNGTON, D.C. 20460 Fonn 

Approved OMB No. 2070-0060 

Paperwork Reduction Acl Notice: The public reporting burden for Ill is collection of iufonnation is estimalcd 10 uvemge 0.25 hours per response for rogislration activities and .025 hours per response 
for infomtation, including suggestions for reducing the burden to: Dil"tX'tor, OPPE lnfom1ation Managen1ent Divisiou (2137), U.S. Environmental Protection Agency, 401 M Stret::t, S.W., Washington, DC 
20460. Do not send the fonn to ]he address. 

DATA MATRIX CONFIDENTIAL VERSION 

Date: St:p1ember 23, 2010 EPA Reg No.!Filc Symbol: 11556-XXX Page 17 of 18 

Bayer Health Care, LLC Product: PNR/427 Iusecticide lugredicnt: Flumethliu (CAS 69770-45-2 ) 
Aniwa! Health Division • Flu111ethrin Technical (pages I -7) l111idudoprid (CAS 138261-41-3) 
P.O. Box 390 • lluidacloprid Technical (pages 8 -14) 
Shawnee Mission, KS 66201 {)390 • PNRI427Jnsecticide(pages 15-18) 

Guideline Guideline Study Name MRlD Submitter Status Report Numb~r Commenls 
Rdercnce Number 
Number 

' i 

·~ 
-"'''"' N.R. 

i N. 
N. 

i ' ""'"''I'"'"' II OWN 33800 Ado!< c." 

~ 
OWN 33826 

OWN 33805 

"" OWN 33806 

"" OWN 33824 """" OWN ' s ~ OWN 
OWN 35986 Refleo<m. 

11556 OWN 3563; " 1 (>doh dog) 

, !.400 

' >!peElS of h 
1556 OWN 33801 . Fleas and 1 i 

1556 OWN 33802 ~~~ 
"''' ,,;;, ~~~ ' '"'"'"'' 11556 OWN 

~ 11556 

I :,~~~~~~,,' ' y '"""' 11556 OWN 35631 

I OWN Ado!<; I ' ' 
OWN 35644 Reid emdi~- floM ""' <ioke '""' 

~ OWN 35645 "'", i ""'' 

BAH CONFIDENTIAL Data matrix PNRI427 Flu-ilui-EP 0923JO.doc 
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II 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M Street, S.W. 
WASHINGTON, D.C. 20460 Fom1 

Approved OMB No. 2070-0060 

Paperwork Reduction Act Notice: The public reporting burden for this collection of infonnation is estimated to average 0.25 hours per response For f<"gistration activities and .02.'i hours per 1espoosc 
for iufonnation, including suggestions for reducing the burden to: Director, OPl'E Information Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washin~ton, DC 
204-60. Do not send the form to the address. 

DATA MATRIX- CONFIDENTIAL VERSION 

Date: September 23,2010 EPA Reg No.JFile Symbol: 11556-XXX Page 18 of 18 

Bayer Health Care, LLC Product: PNR1427lnsecticide Ingredient: Flumethrin (CAS 69770-45-2 ) 
Animal Health Division • Flumcthrin Technical (pages 1-7) 1midacloprid (CAS 138261-41 -3) 
P.O. Box 390 • huitlacloprid Technical (pages 8 -14) 
Shawnee Mission, KS 66201..0390 • PNR 1427 lusecticidc (pages 15- 18) 

,-
Guideline Guideline Study Nome MRID Submitter Stntus Report Number Comments 
Reference Number 
Number 

Treatments to control csts of ts (cont'd) 11556 OWN 35980 Speed of kill for fleas (cats) 

11556 OWN 35987 Speed of kill for fleas (dogs) 

11556 OWN 33464 Ixodes Bridging study 

11556 OWN 35981 Ticks [Ixodes ricinis] (cats) 

11556 OWN 35979 Ticks [Ixodes ricinis] (dogs) 

11556 OWN 35982 Repellency and control of ticks (dogs) 

11556 OWN 33467 Juvenile Ticks 

11556 OWN 33694 Lice ("flichodectes canis) 

11556 OWN 33691 Sarcoptic mange 

11556 OWN 36172 Hair clipping study Repellency and efficacy 

11556 OWN 15962 Hair clipping study 

11556 OWN 35642 Serum and haircoat kinetics in cats 

11556 OWN 35643 Serum and haircoat kinetics in dogs 

11556 OWN !5749 Advantage Efficacy against C. canis 

Mis<.-ellancous 

None Benefits Document (Jn the Public Interest) 11556 OWN 33860 Submitted w/ Aumethrin Technical Application 

None ORE Risk Assessment 11556 OWN 33861 

None Release Rate Compilation 11556 OWN 35992 

None So1u Surface Content of Collar 11556 OWN 35118 

ffi)g ~-~· ~ Douglas A. Spilker (}3 A.. ~/(J Si<>nalure Manager, EPA Regulatory Affairs 

( ,y 

BAH CONADENTIAL Data matrix PNRI427 Flu-Jmi-EP 0923JO.doc 
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aver CropScience 

September 7, 2010 

Document Processing Desk 
Office of Pesticide Programs (7505P) 
U.S. Environmental Protection Agency 
Room S-4900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, Virginia 22202-4501 

Attention: Ms. Venus Eagle (PM 01, RD) 

Re: Letter of Authorization: lmidacloprid 
Bayer HealthCare LLC, Animal Health Division (BHC)
Applications for Registration of PNR1427 Insecticide 

Dear Ms. Eagle, 

Bayer CropScience LP (BCS) hereby authorizes the Agency to refer to and rely 
on any research and/or test data on our active infedient imidacloprid (the 
active ingredient in ADMIRE® and PROV ADO ) in support of the 
applications for registration of PNR1427 Insecticide submitted by Bayer 
HealthCare LLC, Animal Health Division (BHC), P.O. Box 390, Shawnee 
Mission, KS, 66201-0390. 

Furthennore, BCS and BHC are wholly owned subsidiaries of Bayer 
Corporation. Both companies seek product registrations for products 
containing the active ingredient imidacloprid, Any confidential business 
infonnation released by the Agency in data evaluation records or other 
documents for company number 264 can be disclosed without restriction to 
the BHC, company nwnber 11556. In addition, the Agency is authorized to 
refer to any research and/or test data submitted under company number 264 in 
support of applications for registration from Bayer HealthCare LLC, Animal 
Health Division (BHC), company number 11556. 

Bayer CropScience 
2 T.W_ Alexander Drive 
p_ Q. BOX 12014 
Research Triangle Park, 
NC 27709 
Tel: 919 549-2000 

, 
'')' , '', . 

, 
•• 
' '' , , , ' . 
'''' 

',,' 

''', 
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Please contact me at jamin.huang@bayercropscience.com or at 919-549-2634 if you have any 
questions regarding this submission. 

Sincerely, 

Jamin Huang, Ph.D. 
Senior Regulatory Manager 

CC: Doug Spilker, Ph.D., Bayer Health Care LLC, Animal Health Division 

2 

'''. 

''), 

' ' '). 

' 
"' ' 
' ',,' 

'' 

) ' '' ' 
) ' '' 

'' '' 
"} ' ) ' 
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Doug 
Spilker/SHAWN 
/AGCHEM/US/B 
AVER 

08/14/2009 
07:53AM 

To suarez.mark@epa.gov 

cc alexander.bewanda@epa.gov, davis.kable@epa.gov, 
Wendell 
Davis/SHAWNIAGCHEM/US/BAYER@BAYER-US-NOTES 

bee Bruce 
Martin/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOTES; 
Anja Hoelscher/TGAHL/AH/DE/BAYER@BAYERNOTES; 
Jagdeep 
Buch/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOTES; 
Fiona 
Mclellan/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOT 
ES 

Subject Pet Collar- Deer Tick Protocol-Issue for PERC 

Dear Mark, 
Thank you for your comments in the reviews of the 4 efficacy protocols for our pursuit of 

the registration of a dog/cat collar. However, we stilt need clarification regarding the 
protocol for the efficacy trial against the deer tick (Ixodes scapu/aris.) The purpose of this 
email is to request the Agency (via PERC) to reconsider the study requirements as 
outlined in your review, due to the tack of availability of Ixodes scapu/aristicks, which is a 
serious problem. It will be discussed in more detail tater. We feel our proposal witt 
adequately generate the efficacy data needed to meet the performance requirement on 
this tick. 

This is in reference to: 

Product Performance/Efficacy Protocol Review 
Study Title: "Efficacy of tmidactoprid + Ftumethrin Cottar Against Nymph and Adult 
Ixodes scapulan's." MRID 47718501 
Mark Suarez, Entomologist 
Date: 15 May 2009 
Decision#: 408237 
DP Barcode: 364030 
Action: R272 

To summarize: 

A. Bayer AH participated in Pre-reg Meeting with the Agency, March 19, 2009, to 
discuss efficacy requirements. 

• Our understandings from the meeting are contained in the meeting minutes attached. 
• We are conducting the appropriate studies to get a general tick claim. 
• We understood that it would be possible to conduct an in vitro study to secure a "kilts 

deer ticks (Ixodes scapu/arisl' claim, but that we should submit a protocol for review. 
• The review of the protocol indicated a much more robust study than we anticipated, 

nor was proposed in our Pre-registration meeting. 

B. Initial proposal (in the submitted prOlocot) for the Ixodes scapu/alis (Deer Tick) 
study for the tmidactoprid/Ftumethrin cottar: 

• The study is based on a protocol method from PLRS (Corapeake, NC) for in vitro 
efficacy evaluation of deer ticks. 

• The study would be conducted at BarTek {Greenbrier, AR). 
• Two dogs were to be utilized in the study: One treated (receiving a collar) and one 

untreated. 
• For each deer tick efficacy evaluation, hair is collected from multiple sites on the body 
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of the dogs. 
• After the hair collected, it is split into six Petri dishes (six replicates per dog; the 

experimental unit for the study is the Petri dish). 
• Deer ticks are added to the dishes {10 ticks to each dish), and efficacy evaluated in 

48 hours. 
• The first evaluation for efficacy was scheduled on Day 16 (tick count day), and then 

monthly for 8 months. 

C. Based on the comments received from EPA (review and follow~up email, dated 
5/29/09), we offer the following for Agency consideration : 

1. Protocol Proposal 

• The following steps would be added to the study: 
a) an in vitro efficacy evaluation of hair from the dogs would be conducted 
pre-treatment {i.e. pre-qualification). 
b) the first tick efficacy evaluation would be moved to Day 7 {tick count 
day). 

• Consideration of the Jack of tick availability: 
a) This is the limiting factor in conducting Ixodes scapularis{Deer Tick) 
studies, and would prohibit us from conducting such a robust study as you 
requested any time in the near future. 
b) There is only one major supplier of Ixodes ticks in the U.S. -Oklahoma 
State University, and the ticks from OSU are not available until mid- to late 
2011 {due to demand for the ticks and the difficulty in rearing them). 
d) We have been able to secure a smaller number of ticks from the CDC to 
conduct the proposed in vitro efficacy study. 

2. Alternative Bridging Proposal 

We will have available appropriate efficacy tests with the collar for the control of a 
similar European tick species, Ixodes ricinus. As an alternative to the proposed 
protocol, would the Agency entertain the use of these data to support a deer tick 
claim, if we were able to provide an in vitro bridging study to show that efficacy 
was equivalent between Ixodes ricinus and Ixodes scapu!ariS? 

As you suggested, we are requesting that this issue be taken to the PERC for 
discussion and decision. We ask that you discuss both the: a) modified protocol 
and b) use of surrogate data with a bridging study, and provide us guidance. A 
prompt response would be appreciated. 

Best regards, 

Doug Spilker 

Douglas Spilker, Ph.D. 
Manager~ EPA Reg. Affairs 
BAYER HEAL THCARE LLC 
ANIMAL HEALTH 
Office: +1 913-268~2751 
Mobile: +1 816-506-3102 
Fax: +1 913~268~2135 
Email: doug.spilker.b@bayer.com 

Address: 
P.O. Box 390 
Shawnee Mission, KS 66201-0390 
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Country: USA 

Bayer Animal Health "Powered by People, Driven by Science" 

""''' :~ 
PreReg Efficacy Minutes 0309 CoHar.pdf 
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Suarez.Mark@epamail.epa.g 
ov 

10/07/2009 03:49PM 

To Doug Spilker <doug.spi!ker.b@bayer.com> 

ee 

bee 

Subject Re: Fw: Pet Collar~ Deer Tick Protocol~ Issue for PERC 

History: 1:?9 This message has been forwarded. 

Doug, 
The PERC discussed your tick issue today. In brief, we arrived at 

the following: 
You must test Ix. scapularis to make claims against vectors 

of Lyme disease, as this is the primary vector. 
If you test brown dog ticks, lone star ticks, and Ix. 

ricinus (with supporting bridging data for scapularis), you can make a 
general tick claim. 

If you test on brown dog and lone star ticks, you may make 
claims against only those ticks. 

I hope that this helps. Let me know what you want to do. I think 
that we still need to iron out the protocol to ensure that you have an 
adequate study design. But, I'll leave it to your discretion. you may 
feel that my previous review provided adequate direction. 

Regards, 
Mark 

Mark E. Suarez, Entomologist 
Insecticide Branch 
Registration Division (750SP) 
Office of Pesticide Programs 
Environmental Protection Agency 
1200 Pennsylvania Avenue, NW 
Washington, DC 20460 

(703)305-0120 
suarez.mark@epa.gov 

)------------> 
I From: I 
)------------> 

>----------------------------------------------------------------------------
---------------------------------------------------------------[ 

)Doug Spilker <doug.spilker.b@bayer.com> 

>----------------------------------------------------------------------------
---------------------------------------------------------------1 
)------------> 
I To: I 
)-----------> 
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>----------------------------------------------------------------------------
---------------------------------------------------------------1 

IMark Suarez/DC/USEPA/US@EPA 

>----------------------------------------------------------------------------
---------------------------------------------------------------1 
)------------> 
l Cc: I 
)------------> 

>----------------------------------------------------------------------------
---------------------------------------------------------------1 

IBeWanda Alexander/DC/USEPA/US@EPA, Richard Gebken/DC/USEPA/US@EPA 

>----------------------------------------------------------------------------
---------------------------------------------------------------1 
)------------> 
) Date: ) 
)------------> 

>----------------------------------------------------------------------------
---------------------------------------------------------------1 

110/06/2009 03:51 PM 

>----------------------------------------------------------------------------
---------------------------------------------------------------1 
)------------> 
) Subject: ) 
1----------~-> 

>----------------------------------------------------------------------------
---------------------------------------------------------------1 

)Fw: Pet Collar- Deer Tick Protocol - Issue for PERC 

>----------------------------------------------------------------------------
---------------------------------------------------------------1 

Dear Mark, 
As you requested in our meeting today, please find below more 
information regarding the bridging study that we propose to use to 
support our Ixodes claim (see item 2c- "Alternative Bridging Proposal" 
in email attached) 

The methods of the Ixodes in vitro testing: 

1) The in vitro test is a coated glass surface test 

2) The testing will be conducted with flumethrin only (that is the 
active ingredient that kills ticks) 

3) A dose response test will be conduCted with both Ixodes species 
Ixodes scapularis and Ixodes ricinis) to determine LD50/LD95 



181

4) Two strains of Ixodes scapularis will be used and one strain of 
Ixodes ricinis 

5) Each trial will have three replicates and the trial will be repeated 
(two trials) 

6) A positive outcome will be if the LD50/LD95 for Ixodes scapularis is 
equal to or more sensitive to flumethrin compared to Ixodes ricinis 

7) We will have in vivo studies demonstrating the efficacy of the collar 
against Ixodes ricinis, and this will support the efficacy against 
Ixodes scapularis 

Please let me know if you need additional information. We look forward 
to a response from the PERC meeting that you have tomorrow. 

Best regards, 

Doug Spilker, Ph. D. 
Manager - EPA Reg. Affairs 
BAYER HEALTHCARE LLC 
ANIMAL HEALTH 
Office: +1 913-268-2751 
Mobile: +1 816-506-3102 
Fax: +1 913-268-2135 
Email: doug.spi1ker.b@bayer.com 

Address: 
P.O. Box 390 
Shawnee Mission, KS 66201-0390 
Country: USA 

Bayer Animal Health "Powered by People, Driven by Science" 

Forwarded by Doug Spilker/SHAWN/AGCHEM/US/BAYER on 10/06/2009 
02:38 PM -----

To: suarez.mark@epa.gov 
cc: alexander.bewanda@epa.gov, davis.kable@epa.gov, Wendell 
Davis/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOTES 
Subject: Pet Collar - Deer Tick Protocol - Issue for PERC 

Dear Mark, 
Thank you for your comments in the reviews of the 4 efficacy protocols 

for our pursuit of the registration of a dog/cat collar. However, we 
still need clarification regarding the protocol for the efficacy trial 
against the deer tick {Ixodes scapularis.) The purpose of this email is 
to request the Agency (via PERC) to reconsider the study requirements as 
outlined in your review, due to the lack of availability of Ixodes 
scapularis ticks, which is a serious problem. It will be discussed in 
more detail later. We feel our proposal will adequately generate the 
efficacy data needed to meet the performance requirement on this tick. 

This is in reference to: 

Product Performance/Efficacy Protocol Review 
Study Title: "Efficacy of Imidacloprid + Flumethrin Collar Against Nymph 
and Adult Ixodes scapularis." MRID 47718501 
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Mark Suarez, Entomologist 
Date: 15 May 2009 
Decision#: 408237 
DP Barcode: 364030 
Action: R272 

To summarize: 

A. Bayer AH participated in Pre-reg Meeting with the Agency, 
March 19, 2009, to discuss efficacy requirements. 

Our understandings from the meeting are contained in the meeting 
minutes attached. 
We are conducting the appropriate studies to get a general tick 
claim. 
We understood that it would be possible to conduct an in vitro 
study to secure a "kills deer ticks (Ixodes scapularis)" claim, 
but that we should submit a protocol for review. 
The review of the protocol indicated a much more robust study than 
we anticipated, nor was proposed in our Pre-registration meeting. 

B. Initial proposal (in the submitted protocol) for the Ixodes 
scapularis (Deer Tick) study for the Imidacloprid/Flumethrin collar: 

The study is based on a protocol method from PLRS (Corapeake, NC) 
for in vitro efficacy evaluation of deer ticks. 
The study would be conducted at BerTek (Greenbrier, AR) . 
Two dogs were to be utilized in the study: One treated (receiving 
a collar) and one untreated. 
For each deer tick efficacy evaluation, hair is collected from 
multiple sites on the body of the dogs. 
After the hair collected, it is split into six Petri dishes (six 
replicates per dog; the experimental unit for the study is the 
Petri dish). 
Deer ticks are added to the dishes (10 ticks to each dish), and 
efficacy evaluated in 48 hours. 
The first evaluation for efficacy was scheduled on Day 16 (tick 
count day), and then monthly for 8 months. 

c. Based on the comments received from EPA (review and follow-up 
email, dated 5/29/09), we offer the following for Agency consideration: 

1. Protocol Proposal 
The following steps would be added to the study: 
a) an in vitro efficacy evaluation of hair from the dogs 
would be conducted pre-treatment (i.e. pre-qualification). 
b) the first tick efficacy evaluation would be moved to 
Day 7 (tick count day). 
Consideration of the lack of tick availability: 
a) This is the limiting factor in conducting Ixodes 
scapularis (Deer Tick) studies, and would prohibit us from 
conducting such a robust study as you requested any time in the 
near future. 
b) There is only one major supplier of Ixodes ticks in the 
U.S. - Oklahoma State University, and the ticks from OSU are not 
available until mid- to late 2011 (due to demand for the ticks and 
the difficulty in rearing them). 
d) We have been able to secure a smaller number of ticks 
from the CDC to conduct the proposed in vitro efficacy study. 

2. Alternative Bridging Proposal 

We will have available appropriate efficacy tests with the collar for 
the control of a similar European tick species, Ixodes ricinus. As an 
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alternative to the proposed protocol, would the Agency entertain the use 
of these data to support a deer tick claim, if we were able to provide 
an in vitro bridging study to show that efficacy was equivalent between 
Ixodes ricinus and Ixodes scapularis? 

As you suggested, we are requesting that this issue be taken to the PERC 
for discussion and decision. We ask that you discuss both the: a) 
modified protocol and b) use of surrogate data with a bridging study,
and provide us guidance. A prompt response would be appreciated. 

Best regards, 

Doug Spilker 

Douglas Spilker, Ph.D. 
Manager - EPA Reg. Affairs 
BAYER HEALTHCARE LLC 
ANIMAL HEALTH 
Office: +1 913-268-2751 
Mobile: +1 816-506-3102 
Fax: +1 913-268-2135 
Email: doug.spilker.b@bayer.com 

Address: 
P.O. Box 390 
Shawnee Mission, KS 66201-0390 
Country: USA 

Bayer Animal Health "Powered by People, Driven by Science" 

The information contained in this e-mail is for the exclusive use of the 
intended recipient(s) and may be confidential, proprietary, and/or 
legally privileged. Inadvertent disclosure of this message does not 
constitute a waiver of any privilege. If you receive this message in 
error, please do not directly or indirectly use, print, copy, forward, 
or disclose any part of this message. Please also delete this e-mail 
and all copies and notify the sender. Thank you. 

For alternate languages please go to http://bayerdisclaimer.bayerweb.com 
[attachment "PreReg Efficacy Minutes 0309 Collar.pdf" deleted by Mark 
Suarez/DC/USEPA/US] 
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Doug, 

Suarez.Mark@epamail.epa.go 
v 
10/15/200911:37 AM 

To Doug Spilker<doug.spilker.b@bayer.com> 

cc Davis.Kable@epamail.epa.gov, 
Gebken.Richard@epamail.epa.gov 

boc 

Subject Re: PERC Ixodes D"rscussion 

After discussion with the PERC, we are not inclined to consider 
Ix. ricinus as a substitute for Ix. scapularis. A better option would 
be to use wild caught Ix. scapularis from an area known to have a low 
incidence of Lyme disease. 

Regards, 
Mark 

Mark E. Suarez, Entomologist 
Insecticide Branch 
Registration Division (7505P) 
Office of Pesticide Programs 
Environmental Protection Agency 
1200 Pennsylvania Avenue, NW 
Washington, DC 20460 

(703) 305-0120 
suarez.mark@epa.gov 

From: Doug Spilker <doug.spilker.b@bayer.com> 

To: Mark Suarez/DC/USEPA/US@EPA 

Cc: Kable Davis/DC/USEPA/US@EPA, Richard Gebken/DC/USEPA/US@EPA 

Date: 10/07/2009 06:59 AM 

Subject: PERC Ixodes Discussion 

Mark, 
Just a thought. I am in the Residential Exposure SAP in the first floor 
conference room until 3:00pm today {Wed.) If the PERC needs me for more 
information, don't hesitate to come get me. 

Doug 
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Doug Spilker 
Manager - EPA Reg. Affairs 
BAYER HEALTHCARE LLC 
ANIMAL HEALTH 
Office: +1 913-268-2751 
Mobile: +1 816-506-3102 
Fax: +1 913-268-2135 
Email: doug.spilker.b@bayer.com 

Address: 
P.O. Box 390 
Shawnee Mission, KS 66201-0390 
country: USA 

Bayer Animal Health "Powered by People, Driven by Science" 

The information contained in this e-mail is for the exclusive use of the 
intended recipient(s) and may be confidential, proprietary, and/or 
legally privileged. Inadvertent disclosure of this message does not 
constitute a waiver of any privilege. If you receive this message in 
error, please do not directly or indirectly use, print, copy, forward, 
or disclose any part of this message. Please also delete this e-mail 
and all copies and notify the sender. Thank you. 

For alternate languages please go to http://bayerdisclaimer.bayerweb.com 
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Attachment 6 
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Doug 
Spi!ker/SHAWN/AGCH 
EM/US/BAYER 

06/04/2009 03:45 PM 

Dear Ms. Alexander, 

To a!exander.bewanda@epa.gov 

cc Dan 
Ciszewski/SHAWN/AGCHEM/US/BAYER@BAYER·US·NOT 
ES, Harish 
Chopade/SHAWN/AGCHEM/US/BAYER@BAYER·US·NOT 
ES, Jagdeep 
Buch/SHAWN/AGCHEM/US/BAYER@BAYER·US·NOTES 

bee Bruce Martin@BA YER-US-NOTES; Andrea 
HentgesrfGHE N/ AH/D E/BA YER@BA YE RNOTES; Dorothee 
StanneckNTBAT /AH/DE/BA YER@BA YERNOTES; Anja 
Hoe!scherffGAHUAH/DE/BAYER@BAYERNOTES; 
Douglas 
Hutchens/SHAWN/AGCHEM/US/BAYER@BAYER·US·NOT 
ES 

Subject Domestic Animal Safety Teleconference (DRAFT minutes)-
6/4/09 

Thank you for your time this morning for the subject teleconference. It was 
agreed in the teleconference that Bayer did not need to submit formal reflector 
protocols for EPA review. The generation of an accurate set of minutes, 
reviewed and concurred by the EPA, would be sufficient. Therefore, please find 
attached the respective meeting minutes for the Agency's concurrence. 

However, please note, there was one item that was not discussed, which we 
have listed in the "Variables of Interest" • Chemical analysis of the collars. It was 
our assumption, although not specifically stated, that chemical analysis of the 
collars would not be required. We would like confirmation of this, as well. 

Best regards, 

Doug 

Doug Spilker, Ph.D. 
Manager· EPA Reg. Affairs 
BAYER HEALTHCARE LLC 
ANIMAL HEALTH 
Office: +1 9t3-268·275t 
Mobile: +1 816·506·3t02 
Fax: +1 913·268·2t35 
Email: doug.spilker.b@bayer.com 

Address: 
P.O. Box 390 
Shawnee Mission, KS 66201-0390 
Country: USA 

Bayer Animal Health "Powered by People, Driven by Science" 

EPA Mtg 2009 June 4 Ru ... !mid Collar DAS.doc 
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Bayer HealthCare 
Animal Health Division 

Bayer Health Care LLC 
Animal Health Division 

Date: June 4, 2009 File Reference: EPA Mtg 2009 June 4 Flu+ I mid Collar DAS.doc 

Subject: Teleconference between Bayer Animal Health and EPA- Insecticide/Rodenticide Branch & 
Technical Review Branch, June 4, 2009; Proposed Domestic Animal Safety Requirements 
for Flumethrin + Imidacloprid Collar 

From: Douglas A. Spilker Phone: 913-268-2751 

To: Ms. Be Wanda 
Alexander 

EPA, Registration Branch (Team 13) 

Attendees: EPA (A2ency)- Be Wanda Alexander, Byron Backus (TRB) 

A. 

Bayer Animal Health (BAH)- Dan Ciszewski, Harish Chopade, Jagdeep Buch, and 
Doug Spilker 

PURPOSE OF THE MEETING: The teleconference was requested by BAH with the 
topics for discussion to include: 

I. Concurrence of Minutes from Our Teleconference of March I 1, 2009 - We are in the process of 
developing the four protocols for Agency review. We would like some assurance that we have not 
misunderstood the Agency's recommendations on these topics/studies. 

2. Effect of Reflectors on Collar AI Release Study - Due to a delay in the availability of the final 
reflectors, we have been notified that they will not be available before the anticipated start of the 
discussed Domestic Animal Safety studies. As mentioned above, we are in the process of developing 
the four protocols, and now realize that it will not be possible to include the respective treatments, as 
recommended by Dr. Backus in our teleconference of March 11th. Therefore, BAH requests 
guidance from EPA on how to accomplish the goal in a separate study. 

B. BACKGROUND: End-product reflectors will not be available for use until early 2010. As 
a result, we will be 1mable to evaluate the effect of the reflectors op. the release of the active ingredients 
(Als) from the collar in conjunction with the 4 guideline (dog, cat, puppy, and kitten) safety studies. 
Therefore, the effect of reflectors on A1 release will need to be evaluated in adjunct studies that are 
separate from the 4 guideline (dog, cat, puppy, and kitten) safety studies. The following represents the 
discussions and agreements that took place during the teleconference. 

Page 1 of2 
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Dome~",.;-Animal Safety Telecon - Collar 
June 4, 2009 

C. PROPOSAL: Adjunct studies to evaluate the effect of reflectors on AI release 

• Subgroups: Bayer proposed that reflector studies be conducted in adult dogs and adult cats. This 
proposal was based on the assumption that adults, being more active than pediatrics, would 
generate more vigorous interaction between the reflectors and collars. EPA was willing to accept 
this proposal provided that our assumption was verified by chemical analysis of the collar results 
from the 4 guideline studies. To keep things simple, Bayer agreed to conduct separate reflector 
studies in healthy dogs, cats, puppies, and kittens. EPA indicated that strict age requirements, for 
puppies (7 weeks ± I day) and kittens (I 0 weeks ± I day), would not apply to the reflector 
studies. 

• Treatment Groups and Animals per Group: 
Group I (n=2): single collar only 
Group 2 (n=2): single collar plus 3 reflectors 

• Study Duration: 30 days 

• Variables of Interest: 
Pre-study physical examinations 
Pre-study and post-study collar weights (x.xx gms) 
Daily clinical (systemic) observations 
Daily local observations 
Pre-study and post-study animal body weights 
Hematology and clinical chemistry would not be required. 
Chemical analysis of the collars will not be required. [PLEASE NOTE: This was not discussed in 
the teleconference.] 

• Proposed initiation date of the reflector studies: QI, 2010 

• Results: Compare the pre- and post-study collar weights between the groups. Similar differences 
in the pre- and post-study collar weights, in both groups, would suggest that interaction of 
reflectors with collars does not increase exposure to Al. 

• EPA agreed that Bayer did not need to submit formal reflector protocols for EPA review. The 
generation of an accurate set of minutes, reviewed and concurred to by the EPA, would be 
sufficient. 

D. Action items/EPA Guidance Regarding Proposal for Adjunct Reflector-Collar Study 

I) EPA finds the conduct of a separate (adjunct) study acceptable. 
2) BAH should prepare minutes for the Agency's confirmation of the understandings from this 

teleconference, and send via Ms. Alexander for distribution to Dr. Backus. 
3) BAH will submit the four guideline study protocols for review via individual PRIA actions: a) 

kitten, b) adult cat, c) puppy, and d) adult dog. The PRIA review timeline is 90 days. A separate 
electronic submission of the WORD versions of the protocols could be helpful to the Agency 
during their review preparation. 

4) BAH requested, if possible, that the Agency gives priority to the review of the pediatric study 
protocols ahead of the adult studies. 

Page 2 of 2 
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Note to Reg. Book: 

Date: 
From: 
What: 

Subject: 

June 9, 2009 (-12:30 COT) 
D. A. Spilker 
Telephone record 

EPA Resporlse to our DRAFT minutes of the Domestic Animal 
Safety teleconference (flumethrin + imidacloprid collar) of 
March 11,2009 

BeWanda Alexander (RB) and Byron Backus (TRB) of EPA called to give us 
feedback on the subject meeting minutes submitted to them on May 8, 2009. 
They had promised to do so, in our telecom of June 41

h. I suggested that Harish 
Chopade join the telephone call (and he did), so they could discuss any 
questions. 

Dr. Backus said everything was okay on the minutes, and that they were a good 
representation of the discussion. He did, however, ask that the statistical analysis 
(as described in the BAH-developed attachment to the draft minutes) be altered 
in the proposed protocols to combine the respective two control groups to allow 
for more robust comparisons with the treatment groups. Harish Chopade 
recorded additional details. 

When asked about the chemical analysis of the collars in the reflector study (see 
email of June 41h), he said that chemical analysis would not be needed in the 
reflector adjunct study unless there was a significant weight loss [i.e. in reflector 
treatment]. Dr. Backus said: "Just off the top of my head, I would say ~10% 
weight loss would be significant." 

Das 061009 
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Bayer HealthCare 
Animal Health Division 

Date: May 8, 2009 File Reference: 

Bayer HealthCare LLC 
Animal Health Division 

EPA Mig 2009 Mar II Flu+ !mid Collar DAS.doc 

Subject: Teleconference between Bayer Animal Health and EPA- Insecticide/Rodenticide Branch & 
Technical Review Branch, March 11, 2009; Proposed Domestic Animal Safety 
Requirements for Flumethrin + Imidacloprid Collar 

From: 

To: 

Attendees: 

Douglas A. Spilker, 
Ph.D. 

Ms. BeWanda 
Alexander 

Phone: 

EPA, Registration Branch (Team \3) 

EPA (Agency} Be Wanda Alexander, Richard Gebken (PM), Byron Backus (TRB) 
Bayer Animal Health (BAH)~ Dan Ciszewski, Harish Chopade, Lisa Lowseth, Bruce 
Martin, Mary Hunt, and Doug Spilker 

A. Purpose of Meeting 

The teleconference and discussion basically followed the handout order (see attached document, 4 pp.). 

The purpose of this meeting was to discuss with the Agency the study/data requirements to support the 

submission of an application for registration of a flumethrin + imidacloprid combination dog/cat flea and 

tick collar. Domestic Animal Safety data requirement<; for a spot-on formulation were previously 

discussed in a Pre-registration meeting with the Agency on October 11, 2006. However, due to the change 

in proposed formulation from a spot-on to a collar, this additional discussion was warranted due to the 

fact that some of the studies might not be possible due to the nature of the active ingredient and/or 

formulation. Please find below Bayer Animal Health's understandings from the teleconference, and the 

request for the Agency's concurrence on these points. 

B. Study Design 

Bayer indicated that the proposed studies were designed to satisfy the requirements contained in OPPTS 

870.7200. However, as Bayer plans to use these safety studies to satisfy the regulatory requirements of 
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several different governmental agencies (EPA/USA and EMEA/EU), the Agency representatives will 

notice that the proposed designs sometime exceed EPA standards. The testing requirements of the 

EMEA, described in VICH GL 43 (Target Animal Safety for Veterinary Products), occasionalty supplant 

the EPA guidelines and vice-versa. 

Bayer provided outlines that described the design of collar safety studies in 2 distinct age/size groups of 

companion animals: Pediatrics (puppies & kittens /less than or equal to 8 kg body wt) and Adults (dogs 

& cats I greater than 8 kg body wt) [see pp 3 - 6]. During the teleconference, the outlines were addressed 

and discussed on a line-by-tine basis. In general, the Agency nccepted many of the design proposals 

described in Bayer's 2 study outlines. However, alt recommendations, and/or revisions to the original 

outlines, expressed by the Agency during the teleconference, are presented below: 

Pediatrics (puppies & kittens) 

• Treatment Groups and Animal Numbers/Group: EPA recommended use of the limit test (deletion 

of the 3x group) only if we were confident that no adverse effects would develop in the Sx 

puppies/kittens. However, the limit design will not be used in the pediatric studies as a 3x 

pediatric group is an EMEA requirement. 

• Chemical Analysis: Prior to use in studies, each batch of collars will have a certificate of analysis 

for the percentage (w/w) of imidacloprid and flumethrin contents. The proposed study designs 

for EPA teleconference had called for chemical analysis of the collars for residual imidacloprid 

and flumethrin contents after their use only in the adult dogs and cats; chemical analysis of the 

collars in the pediatric studies was not proposed. EPA however, indicated that collars must be 

analyzed for the residual contents of the two active ingredients in both the pediatric and adult 

studies so that accurate exposure rates can be determined in both age groups and species. Bayer 

agreed to do that. 

• Chemical Analysis Procedure: With regards to chemical analysis of the collars in each study, 

the EPA recommended weighing individual collars at the beginning and then after their use at 

each collar application interval. For each collar application interval in a study, collars from one 

male and one female showing the maximum chemical exposure [calculated as collar wt loss (g) 7 

body weight (kg)] should be analyzed for imidacloprid and flumethrin contents. As agreed to by 

the Agency, a batch analysis of the collar from each selected animal will be performed with the 

Bayer analytical method (HPLC with UV detection). 

2 
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• Clinical Signs: If localized hair loss develops in some puppies and kittens, presumably due to the 

physical irritation associated with multiple collars (5) applied in a single layer, EPA advised us to 

maintain these animals following official study termination (day 180), apply one collar, and 

document whether or not resolution of the local iiTitation/hair loss occurs. 

Adults (dogs & cats) 

• Necropsy of study animals is required by the EPA only in the event of severe (life-threatening) 

reactions or death. Although not anticipated, the EMEA has indicated that the necropsy of all 

surviving Ox and 5x cats may become necessary if multiple non-life threatening adverse reactions 

develop in several adult cats. Additionally, if gross and /or microscopic lesions are identified in 

adults at necropsy, post-mortem examination of the kittens may also be required by EMEA. If 

general necropsies of the adult cats and kittens are required by EMEA, EPA requests that 

EMEA 's decision be documented via protocol amendment 

C. Consideration of testing with Reflector Device (components::: clip and reflector) 

• Bayer indicated that collars may be packaged with 3 reflectors. The collar and reflectors will be 

in separate bags, but both bags will be contained within a single product box. Owners will have 

the option of affixing these reflectors to their pet's flea and tick collar. 

• Bayer proposed to conduct the companion animal safety studies without reflectors in order to 

create conditions of maximum exposure. 

• EPA proposed incorporation of an additional lx group (n=4) to each study. For 30 days, two 

animals would wear a single collar without reflectors, while two different animals would each 

wear a single collar affixed with 3 reflectors. The collars would be weighed before application 

and again at the conclusion of the 30-day period. Similar pre- and post-test weights would 

suggest that interaction of the reflectors with the collar does not increase exposure rates. 

D. Other information 

During the teleconference, reference was made to the previous general pre-registration meeting on 

this project (March 4, 2009; D. Spilker with R Alexander, R. Gebken and R Backus). In the 

aforementioned meeting, the list of required toxicology studies [based on HED concurrence; March 

3 
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14, 2007] shown did not include a chronic dog study, since this study is not required for a residential 

indoor use pattern. At that meeting, Dr. Backus inquired regarding the availability of a sub-chronic or 

chronic dog study with technical flumethrin. He inferred that these studies might be useful, if the 

duration of the domestic animal safety study was not adequate. In the subject teleconference, Bayer 

informed the Agency of the availability of two 90-day feeding studies in dogs. However, since BAH 

plans to conduct the domestic animal safety studies for the full duration of the label claim (6 months), 

this exposure duration should be adequate for the Agency to assess long-term exposure to flumethrin. 

However, BAH plans to submit these supplemental studies with our application for registration. 

E. Action items/EPA Guidance 

I) BAH should prepare minutes for the Agency's confirmation of the understandings from this 

teleconference, and send via Ms. Alexander for distribution within the Agency. 

2) BAH will submit four protocols for review via individual PRIA actions: I) kitten, 2) adult cat, 3) 

puppy, and 4) adult dog. 

Attachment: "Companion Animal Safety Testing" [Document used for discussion purposes in 
teleconference of March 24, 2009; (4pp.)J 

Das 050809 

4 
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Flumethrin Technical Isomer Ratio 

Flumethrin Technical is 96.2% flumethrin by weight (nominal percent of flumethrin 
trans-Zl + trans-Z2 isomers). The trans-Zl isomer is present from 54-66% and the trans
Z2 isomer is present from 34-46%. Following are some examples of how the isomer 
ratio could be expressed on the product label. We request the EPA's guidance on how 
the agency would like to see the isomer ratio expressed on the product label. 

1) flumethrin 4.5%* 
*isomer ratio: 60:40, trans-Zl:trans-Z2 

2) flumethrin 4.5%* 
*isomer ratio: 54-66% trans-Zl, 34-46% trans-Z2 

3) flumethrin 4.5%* 
*isomer ratio: 60% trans-Zl, 40% trans-Z2 

4)1 flumethrin 4.5%* 
*isomer ratio: 2.4-3.0% trans-Zl, 1.5-2.1% trans-Z2 

5)2 flumethrin 4.5%* 

6)' 

2 

3 

*isomer ratio: 2.7% trans-Zl, 1.8% trans-Z2 

flumethrin 4.5%* 
*isomer ratio: 2.7: 1.8, trans-Zl :trans-Z2 

Absolute percent ranges of each isomer in the product based on the nominal 
percent flumethrin in the product. 
Absolute percent of each isomer in the product based on the nominal percent 
flumethrin in the product. 
Absolute ratio of trans-Zl :trans-Z2 
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Ecto Development Corporation 
Date Typed: February 25, 2009 
Supersedes: None 

PROTOCOL 

Ecto Protocol number: M91SP03 
Ecto Stody Number: M915S03 
Page 7 ofS 

Exhibit A 

PHYSICAL AND CHEMICAL PROPERTIES TEST REQUIREMENTS 

Test Substance 
Section and Title End Use Product (Test Method SOP#!REF#) 

63-2 (830-6302) Color: YES (SOP126) 

63-3 (830-6303) Physical State: YES (SOP126) 

63-4 (830-6304) Odor: YES (SOP126) 

63-5 (830-7200) Melting Point: N/A* (1) 

63-6 (830-7220) Boiling Point: N/A*(l) 

63-7 (830-7300) Density, bulk density, YES (SOP129) 
or specific gravity: 

63-8 (830-7840) Solubility: N/A*(l) 
(830-7860) 

63-9 (830-7950) Vapor Pressure: N/A *(1) 

63-10 (830-7370) Dissociation Constant: N/A *(1) 

63-11 (830-7550) Octanollwater N/A*(l) 
partition coefficient 

63-12 (830-7000) pH: N/ A *(2) 

63-13 (830-6313) Stability: N/A*(l) 

63-14 (830-6314) Oxidation or reducing: Will not act as an oxidizing or reducing agent 

63-15 (830-6315) Flanunability- flashpoint N/A *(3) 
(combustible liquids only) 

63-16 (830-6316) Explodability: N/A*(4) 

63-17 (830-6317) Storage Stability: N/A *(5) 

63-18 (830-7100) Viscosity: N/A*(9) 
(Liquids Only) 

63-19 (830-6319) Miscibility: N/ A *(6) 
(emulsifiable liquids and 
is to be diluted with 
petroleum solvent) 

* NIA =Not Applicable 
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Ecto Development Corporation 
Date Typed: February 25, 2009 
Supersedes: None 

PROTOCOL 

Ecto Protocol number: M91SP03 
Ecto Study Number: M915S03 
Page 8 of8 

PHYSICAL AND CHEMICAL PROPERTIES TEST REQUIREMENTS (continued) 

Section and Title 

63-20 (830-6320) Corrosion characteristics: 

(when packaged in metal, 
plastic or paper containers) 

63-21 (830-6321) Dielectric breakdown voltage: 
(yes if for use around electrical equipment) 

61-3 (830-1670)Formation of unintentional 
ingredients during manufacturing 

* N/ A = Not Applicable 

Test Substance 
End Use Product (Test Method SQP#!REF#)I 

N/A*(8) 

N/A*(7) 

Not likely to form unintentional ingredients 
dUring manufacturing 

1) Per 40 CFR 158.190 - This test is only required on Technical grade of active ingredient and not for 
end use product. 

2) Per40 CFR 158.190, This product is not soluble in water and pH of the test substance is not required. 

3) Per 40 CFR 158.190; 63-15(a) -This product is not considered a combustible liquid, because the 
closed cup flashpoint for all the ingredients is greater than 199E F. 

4) Per 40 CFR 158.190~ 63-16(a) -This product does not contain any explosive ingredients. 

5) Per 40 CFR 158.190; 63-17 -This is a study to support stability of the product in the market 
container. Stability is not part this study but will done under a separate study. 

6) Per 40 CFR 158.190; 63-19(a) -This product is not an emulsifiable concentrate type product. 

7) Per 40 CFR 158.190; 63-21(a)- This product is not intended for use around electrical equipment. 

8) Per 40 CFR 158.190; 63-20- This is a study to support corrosion of the product in the market 
container and not part of his study but done under a separate study. 

9) Per 40 CFR 158 190, 63-18. The product is a solid and viscosity is not applicable 
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History: 

Hi Doug, 

Grinstead.Keri@epamall.epa. 
gov 

09/15/2008 06:28 PM 

To Doug Spilker<doug.spilker.b@bayer.com> 

" 
bee 

Subject Re: Inert determination- Non-Food uses 

#! This message has been replied to and forwarded. 

 

 
  

 

 
 

  
 

   

 
 f 

   
 

Here are some general instructions for submitting a new nonfood inert 
ingredient request and supporting data/discussion to the Inert 
Ingredient Assessment Branch (IIAB} . There is currently no fee 
associated with a new nonfood inert ingredient request and the review 
time for a complete/adequate submission is approximately 6-12 months, 
dependent upon how many requests are ahead of you in the queue. (Note: 
Submissions of new conventional product registrations or amendments are 
not accepted until the inert is approved) 

Your submission package should include a request letter and any/all 
supporting data/discussion. The request letter should be used as the 
cover letter for the submission and needs to include (1} Subject line 
that reads "Request for Approval of a New Nonfood Use Inert Ingredient: 
[insert your chemical name and CAS Reg. No.)", (2} Summary details of 
your request (description, proposed use, etc.}, and (3) A list of 
studies you are submitting with your package in support of your request. 

The information typically used by the Agency to make a decision for 
these types of requests includes: physical/chemical properties, toxicity 
data (from animal studies}, environmental fate and effects data, 
ecotoxicity data, as well as your discussion of anticipated exposure 
from your proposed use of this chemical and your discussion of how, 
based on the overall toxicity profile of the chemical, your proposed use 
of the chemical would be considered safe for human health and the 
environment. 

We may also consider other publicly available information from review 
programs such as High Production Volume Challenge Program, IUCLID 
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datasets, OECD SIDS, etc., as well as other publicly available, 
peer-reviewed literature. Information on surrogate chemicals and 
structure activity relationships may also be considered. 

All study data need to be included in your submission package. Please 
be aware that there are standard data format requirements for all study 
data submitted to the Agency under the Federal Insecticide, Fungicide, 
and Rodenticide Act (FIFRA} and Certain Provisions of the Federal Food, 
Drug, and Cosmetic Act (FFDCA} These requirements are outlined in 
(PR} Notice 86-5. For your reference, a link to this Notice is provided 
below. Submitted data packages that do not conform to these 
requirements may be returned to the submitter for necessary revision. 

http://www.epa.gov/PR_Notices/pr86-5.html 

Upon receipt, IIAB screens all submission packages for completeness. 
Only those packages deemed complete are placed in queue for IIAB review. 
Submissions are placed in the review queue in the order they are deemed 
complete. You will be notified of any deficiencies. 

All submissions to IIAB need to be received and processed by our 
Document Processing Desk. Please use the addressing instructions below. 
**Please note** the address is different depending on the type of 
delivery service you plan to use. 

Address for U.S. Post Office deliveries ONLY: 

Inert Ingredient Assessment Branch/Registration Division 
Office of Pesticide Programs 
Document Processing Desk (Mail Code 7504P} 
U.S. Environmental Protection Agency 
1200 Pennsylvania Avenue, NW 
Washington DC, 20460 

Address for FedEx, UPS, DHL, Courier Deliveries ONLY: 

Inert Ingredient Assessment Branch/Registration Division 
Office of Pesticide Programs 
Document Processing Desk, 4th Floor Room S-4900 
U.S. Environmental Protection Agency 
2777 South Crystal Drive 
Arlington, VA 22202 

Please let me know if you have any questions or need further 
clarification. 

Thanks, 

Keri 

Doug Spilker 
<doug. spilker. b@ 
bayer. com> To 

Keri Grinstead/DC/USEPA/US@EPA 
09/15/2008 12:32 
PM 

cc 

Subject 



Hi Keri, 

Inert determination - Non-Food 
uses 

It was good to talk with you this morning. Thanks for the guidance on 
how to proceed with our questions. Please find below two inert 
ingredients we would like to use in a NON-FOOD USE product. Would you 
please check to see if these can be used, and if not - would you please 
provide us with guidance on what we would need to provide to EPA to get 
these approved for NON-FOOD USE by EPA? 

Again, if I can do anything to facilitate getting the information you 
need to evaluate  please do not hesitate to call. 

Thanks, 
Doug 

1.    
2.    

      

Doug Spilker, Ph.D. 
Manager - EPA Reg. Affairs 
BAYER HEALTHCARE LLC 
ANIMAL HEALTH 
Office: +1 913-268-2751 
Mobile: +1 816-506-3102 
Fax: +1 913-268-2135 
Email: doug.spilker.b@bayer.com 

Address: 
P.O. Box 390 
Shawnee Mission, KS 66201-0390 
Country: USA 

Bayer Animal Health "Powered by People, Driven by Science" 

The information contained in this e-mail is for the exclusive use of the 
intended recipient(s) and may be confidential, proprietary, and/or 
legally privileged. Inadvertent disclosure of this message does not 
constitute a waiver of any privilege. If you receive this message in 
error, please do not directly or indirectly use, print, copy, forward, 
or disclose any part of this message. Please also delete this e-mail 
and all copies and notify the sender. Thank you. 
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Doug 
Spi!ker/SHAWN/AGCHEM/US 
/BAYER 

04/13/2009 10:49 AM 

Dear Ms. Alexander, 

To alexander.bewanda@epa.gov 

cc lisa 
lowseth/SHAWN/AGCHEM/US/BAYER@BAYERMUSMNOTE 
S, Bruce 
Martin/SHAWN/AGCHEM/US/BAYER@BAYERMUS.NOTES 

bee Mary 
HunUSHAWN/AGCHEM/US/BAYER@BAYER-U&-NOTES; 
Jag deep 
Buch/SHAWN/AGCHEM/US/BAYER@BAYERMUSMNOTES; 
Douglas 
Hutchens/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOT 
ES 

Subject Minutes of Pre Reg Meeting (03/30/09) M Collar~ Acute 
T oxic"ity Requirements 

One of the action items from the Pre-registration meeftng (subject- Acute Toxicity Requirements) of 
March 30, 2009 between Bayer Animal Health and the Agency was for us to prepare and submit meeting 
minutes containing our understandings from the meeting. Therefore, please find attached the respective 
minutes from the subject meeting, and the attachment we used during the discussion. 

We ask for the Agency's review and concurrence that our understandings from the pre-registration 
meeting are correct. If there are any misunderstandings or inaccuracies, we ask that you let us know as 
soon as possible. 

Best regards, 

Doug Spilker 
Manager- EPA Reg. Affairs 
BAYER HEALTHCARE LLC 
ANIMAL HEALTH 
Office: +1 913-268-2751 
Mobile: +1816M506-3102 
Fax: +1 913-268-2135 
Email: doug.spilker.b@bayer.com 

Address: 
P.O. Box390 
Shawnee Mission, KS 66201~0390 
Country: USA 

Bayer Animal Health "Powered by People, Driven by Science" 

Questions for EPA- acute toxicity March 30 2009.doc EPA Mtg 2009 Mar 30 flu +!mid Collar A:ute Tox.doc 
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Bayer HealthCare 
Animal Health Division 

Bayer Health Care LLC 
Animal Health Division 

Date: Apri113, 2009 File Reference: EPA Mtg 2009 Mar 30 Flu+ !mid Collar Acute TOll.doC 

Subject: Teleconference between Bayer Animal Health and EPA- Insecticide/Rodenticide Branch & 
Technical Review Branch, March 30, 2009; Proposed Acute Toxicity Requirements for 
Flumethrin + Imidacloprid Collar 

From: 

To: 

Attendees: 

Douglas A. Spilker, 
Ph.D. 

Ms. Be Wanda 
Alexander 

Phone: 913-268-2751 

EPA, Registration Branch (Team 13) 

EPA (Agency)- Be Wanda Alexander, Richard Gebken (PM), Byron Backus (TRB) 
Bayer Animal Health {BAH)- Lisa Lowseth, Rex Henry, Bruce Martin, Mary Hunt, 
Jagdeep Buch and Doug Spilker 

A. Purpose of Meeting 

The teleconference and discussion basically followed the handout order (see attached document, 3 pp.). 
The purpose of this meeting was to discuss with the Agency the study/data requirements to support the 
submission of an application for registration of a flumethrin + imidacloprid combination dog/cat flea and 
tick collar. Acute toxicity data requirements/protocols for a spot on formulation were previously 
discussed in a Pre-registration meeting with the Agency on October 11, 2006. However, due to the change 
in proposed formulation from a spot-on to a collar, this additional discussion was warranted due to the 
fact that some of the studies might not be possible due to the nature of the active ingredient and/or 
formulation. Please find below Bayer Animal Health's understandings from the meeting, and the request 
for the Agency's concurrence on these points. 

B. Data to Support Imidacloprid TGAI 

BAH will receive authorization from Bayer CropScience to cite the toxicity data on imidacloprid TGAI 
previously submitted and accepted by the Agency. 

C. Data to Support Flumethrin TGAI 

There are limitations in the conduct of acute toxicity studies due to physical characteristics of the TGAI 
[glass-like solid at 20°C; difficulty in accurately measuring small quantities for dosing unless material is 
heated and diluted.] 

Page 1 of3 
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1. Acute Ocular initation in rabbits 

Acute Toxicity Telecon- Collar 
March 30, 2009 

BAH asked whether EPA would entertain a waiver request for the requirement of a primary eye irritation 
study with flumethrin TGAI. Due to the physical characteristics of the TGAI, it is not possible to 
accurately remove a 0.1 ml or 100 mg sample per OPPTS 870.2400 for placement in the conjunctival sac. 
Flumethrin must be heated to 60-70°C to fonn a liquid which can then be mixed with an appropriate 
vehicle such as com oil for more accurate dosing. 

BAH conducted an acute ocular initation study in rabbits with flumethrin at a concentration of 10% in 
olive oil (1994, according to OECD 405, EPA 798.4500 and 81.5). In this study, the AI was not an ocular 
irritant. 

Agency Response: No finn commitment was made from the Agency regarding the granting of a waiver 
for this requirement. Dr. Backus recommended we try a cryogenic grinding method for the TGAI, and 
observe whether the TGAI stays finely ground, or whether it reverts to the original amorphous phase. If 
the testing shows that it reverts to the amorphous glass-like phase then the study does not seem feasible. 
BAH should try this, and then discuss it again with Dr. Backus. Under these circumstances, a waiver 
might be possible. · 

We only need to submit the previously conducted study using 10% flumethrin in olive oil if we find it 
useful as background infonnation. 

2. Acute dennal Irritation in Rabbits 

BAH would like concurrence from the Agency regarding a modification of the acute dennal irritation 
study with flumethrin TGAI. 

BAH recently (2008) conducted an acute dermal irritation study in rabbits with flumethrin diluted 50% in 
com oiL Flumethrin was warmed in a water bath to 66°C,_ diluted 50% with com oil, cooled toRT and 
1.0 ml of this mixture used for the dermal dose. The 0.5 ml of TGAI was still administered per OPPTS 
870.2500. Results: slight erythema only at 1 hr post-dressing removal; assigned to Toxicity Category IV. 

Agency response: This study is reasonable, and confonns to variations allowed by the guidelines for 
conduct of such studies. 

D. End-Use Product- Collar 

BAH planned to request a waiver of 5 of the 6 studies required for the end-use product similar to what 
was done for the cattle ear tags, due to physical characteristics of the collar (solid plastic material). BAH 
will conduct an acute dermal iiTitation study with the final collar product. The studies for which a waiver 
was planned included: 

• Acute oral toxicity 
• Acute ocular irritation 
• Acute dennal toxicity 
• Dennal sensitization 
• Acute inhalation 

Page 2 of 3 
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\cute Toxicity Telecon- Collar 
March 30, 2009 

Agency response: This plan is reasonable except for the omission of the dermal sensitization 
requirement. A dermal sensitization study should be conducted using groWid collar material (may be 
frozen and then ground). Furthermore, the Agency asked that we include infonnation on the release rate 
of the active ingredient from the collar in our justification for the waiver of the acute oral toxicity data 
requirement. 

E. Consideration of testing with Reflector Device {components- clip and reflector) 

The reflector [device] is made of two components: 1) Clip material- Makrolon® (polycarbonate) and 2) 
Reflector material- polymethyl-methacrylate. Ne.ither component contains any pesticide. 

BAH proposes that no toxicity testing is needed for the reflector. 

Agency response: This plan is acceptable since the reflector is a device, will not be a part of the collar in 
the package (i.e. in separate bag), and contains no active ingredients. Furthennore, the aforementioned 
studies should be conducted without the reflector, this being considered the worse-case scenario in that 
the reflectors might reduce AI release. 

F. Action items/EPA Guidance 

BAH should prepare minutes for the Agency's confirmation of the understandings from this 
teleconfe~-~~~e,_and send via Ms. Alexande~J..?r d~tribut~?n with~!.l.t~eA~~!!_~~·---

For submission with the Application for Registration, each waiver request should be prepared as a stand 
alone document, with its own report number and formatted according to PRN 86-5. This is so that each 
requirement is addressed separately and has its own :MRID number (for tracking purposes.) 

Attachment: 

"Questions for EPA- acute toxicity March 30 2009.doc" 

Das 041309 
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Information for Discussion 
Bayer HealthCare, LLC Animal Health (BAH) and EPA 

Teleconference March 30, 2009 at 11:00 AM (eastern) 

RE: Acute toxicity testing of flumethrin technical grade (AI) and end~use product
flea/tick collar for use on puppies/dogs and kittens/cats 

Background: 

PowerPoint presentation made by BAH to EPA on October 11, 2006 - BAH requested 
that the Agency waive the acute ocular irritation study in rabbits and the acute dermal 
irritation study in rabbits due to the physical limitations posed by flumethrin (glass-like 
solid at 20"C). 

Original discussion was for a spot-on for flea/tick control product with flumethrin, which 
has been discontinued. 
The new product under development is a plastic collar with flumethrin and irnidacloprid 
as Ais. 

Flumethrin will be a new AI registration. Imidacloprid is currently registered. 

Items for Discussion March 30, 2009 

1. Flumethrin TGAI 

1.1. Physical Characteristics 

Limitations due to physical characteristics of the TGAI: 
• Glass-like solid at 20°C 
• Difficulty in accurately measuring small quantities for dosing in acute ocular and 

dennal irritation studies unless material is heated and diluted 

1.2. Acute Ocular irritation in rabbits 

BAH would like concurrence from the Agency that a waiver will be granted for the 
requirement for a primary eye irritation study with flumethrin TGAI. Due to the physical 
characteristics of the TGAI, it is not possible to accurately remove a 0.1 ml or 100 mg 
sample per OPPTS 870.2400 for placement in the conjunctival sac. Flumethrin must be 
heated to 60-70°C to form a liquid which can then be mixed with an appropriate vehicle 
such as com oil for more accurate dosing. 

Page 1 of3 



209

BAH conducted an acute ocular irritation study in rabbits with flumethrin at a 
concentration of !0% in olive oil (1994, according to OECD 405, EPA 798.4500 and 
81.5). In this study, the AI was not an ocular irritant. 

Is this acceptable to the Agency? 

1.3. Acute dermal Irritation in Rabbits 

BAH would like concurrence from the Agency regarding a modification of the acute 
dermal irritation study with flumethrin TGAI. 

BAH recently (2008) conducted an acute dermal irritation study in rabbits with 
flumethrin diluted 50% in corn oil. Flumethrin was warmed in a water bath to 66°C, 
diluted 50% with com oil, cooled to RT and 1.0 ml of this mixture used for the dermal 
dose. The 0.5 ml ofTGAI was still administered per OPPTS 870.2500. Results: slight 
erythema only at 1 hr post-dressing removal; assigned to Toxicity Category IV. 

Is this acceptable to the Agency? 

2.0 End-Use Product- Collar 

2.1 BAH requests a Waiver of 5 of the 6 studies required for the end-use product 
similar to what was done for the cattle ear tags due to physical characteristics of 
the collar (solid plastic material) 

• Acute oral toxicity 
• Acute ocular irritation 
• Acute dermal toxicity 
• Sensitization 
• Acute inhalation 

BAH will conduct an acute dennal irritation study with the final collar product. 

Is this acceptable to the Agency? 

2.2. Consideration of testing for Reflector Device (components = clip and reflector) 

Clip Material: Makrolon® (polycarbonate) 

Very stable material, widely used 
Used in medical devices such as corrective eyeglasses and needle-less syringes, 
water bottles, protective head gear for sports, vehicle headlights 
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Reflector Material: polymethyl methacrylate 

Very stable material, widely used 
Used in medical devices such as intraocular lenses and orthopedic implants, toys, 
glazing on aircraft, lenses, light pipes 

The Reflector Device does not contain any pesticide active ingredients. 

BAH proposes that no additional toxicity testing is needed for the reflector. 

Does the Agency concur? 

Page 3 of3 
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Minutes from US EPA Bayer-Animal HealthDivisionPre-R \ration Meeting 

Meeting Attendees 

Bayer 
Terry McNamara 
Ulrich Heukamp 
Wendell Davis 
Mary Hunt 
Doug Spilker 
Anja Hoelscher 
Bob Arther 

Meeting Purpose 

for Flumethrin Technical and Flumethrin Combo Products 
September 14, 2006 

EPA 
George LaRocca 
Bewanda Alexander 
Kevin Sweeney 
Shyarn Mathur 

RDI!B 
RDI!B 
RDffRB 
RDffRB 

Exponent 
Jim Messina 

Describe new products; agree on data requirements; streamline registration process; defer 
discussion on toxicology/human safety and domestic animal safety data requirements. 

Agenda!Powerpoint Presentation 

Generally, the powerpoint presentation was followed and speakers described their respective 
portions of the presentation. Copies ofthe presentation and the draft label were distributed (both 
attached). 

Description of Products 
Terry McNamara began the presentation, describing the products. Powerpoint slides 1-5. 

World Wide Status ofFlumethrin 
At slide six, Ulrich Heukarnp began explaining the established, world wide use of flumethrin in a 
variety of products (slide 7). 

• Bob Arther clarified why Bayer had not pursued a flmnethrin registration previously. 
Coumaphos has been used successfully in U.S.livestock applications, and Bayer U.S. 
could not justifY the time and expense to develop and register flumethrin for livestock 
uses. However diseases carried by ticks have lately become a greater concern, the 
companion animal market is large, and flumethrin combined with imidacloprid represents 
an attractive flea and tick product for companion animals. 

• George LaRocca pointed out that if the product works systemically, it would be 
considered an FDA regulated drug. Bob Arther explained that flumethrin is not systemic, 
but behaves like other pyrethroids, such as permethrin. In Europe the regulatory 
authorities do not distinguish between pesticides and drugs; all animal products are 
considered veterinary medicines. 

• Ulrich Heukamp continued the program with his discussion on isomers. At this time, 
.Shyam Mathur said he prefers the product labels to identifY the amounts of the two Z 
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isomers. This can be a: .atio of the two Z isomers -Zl and Z2 1s a listing of a 
percent for each. 

• The Agency asked about the nominal percent active ingredient for the TGAI!MUP 
product. Bayer U.S. is currently working on this and agreed that the final claim will be 
based upon these analyses. 

• On slide 15, any impurity listed on the Confidential Statement of Formula should be 
listed by chemical name and CAS number (if available) and all impurities greater than 
0.1% must be listed. All impurities can be listed, but those greater than 0.1% must be 
listed. Any impurity of toxicological significance must be listed regardless ofthe level. 

• The estimated submission time:frame was discussed. Bayer U.S. estimates a submission 
to EPA during the first quarter 2008 (calendar year). 

Description of Spot-on Products and Flumethrin Spot-on 
Wendell Davis began his portion of the presentation, demonstrating how to open a tube and 
administer the product (the tube contained water, slide 16). 

Data Requirements 
Terry McNamara began the discussion on data requirements. George LaRocca agreed that 
cat/dog use is considered an indoor residential use pattern (slide 23). 

• For Product Chemistry, since the TGAI will be registered as an MUP, storage 
stability/corrosion characteristics and stability must be done with the MUP. 

• George LaRocca agreed that no Environmental Fate hydrolysis study would be required 
(slide 29). This is based on the understanding that no manufacturing of the TGAI!MUP 
will occur ill the U.S. 

• George LaRocca emphasized the Agency's concern with technical product is with 
shipment within the U.S. For example, such data would be helpful if there is a spill of 
technical material within the U.S. Both George LaRocca and Kevin Sweeney agreed that 
there is no environmental exposure concern for the technical since it will not be 
manufactured or imported to the U.S. for formulation. Therefore the Ecological Effects 
studies should not be required. However, George LaRocca will review this with EFED 
and respond to Bayer. 

Product Performance/Efficacy 
Wendell Davis began the product performance portion of the presentation, describing the product 
and dose sizes (slide 38). 

• There was much discussion regarding the label claim for waterproof (vs. water resistant). 
It was obvious this has been a significant discussion item within EPA. George stated he 
would never allow a waterproof claim. It seems there is variation among currently 
registered product labels. Bayer U.S. confirmed that Frontline Plus has the waterproof 
claim approved on its label. It was agreed that data will need to be submitted to support 
the claim. Kevin Sweeney acknowledged that if other product<; have the claim, EPA 
must treat all products in the same manner. 
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• George LaRocca asked about exposure of pets to water/bathing. 1-vJlowing exposure, 
what keeps the product on the dog? Terry McNamara responded that it was a result of 
the chemical properties of pyrethoids and the natural oils of the animal. 

• The Agency said that the 12-hour efficacy claim may be an issue. Bayer U.S. explained 
that this claim is supported by data. Additionally, the Agency approved it for Advantage. 
EPA stated that it is probably not an issue if they have already approved the language for 
another product, although they will need to review the product specific data. 

• Kevin Sweeney asked if 1.2 ml provides sufficient efficacy for big cats (> 10 pounds). 
Bayer U.S. confirmed that it does and the same is true for large dogs. 

• Kevin Sweeney asked about the Ixodes scapularis studies (slide 42). At this time, Bayer 
is platming in vitro hair laboratory studies. Kevin Sweeney will review the type of 
studies (in vitro or in vivo) which have been used in recent years to register products, and 
inform Bayer if the testing regime is acceptable. 

• Kevin Sweeney is interested in reviewing dose titration studies for fhnnethrin and 
synergist. How was the amount offlumethrin used in end product detennined? The 
study(ies) can be non-GLP. As the combination product contains flumethrin and MGK 
264, a pyrethroid synergist, these studies should be with both flumethrin and the 
synergist. He prefers "spot on" study(ies) in the target animals, and not applications in 
other species. This will be submitted by Bayer as a supplemental study(ies) included 
with the submission package. 

Finally the group summarized data requirements as follows: 

Envirornnental Fate- no studies per George LaRocca. 
Ecological Effects- poss1bly no studies; George LaRocca will review with EFED and inform 
Bayer. 
Product Chemistry -ratio of Z isomers on product labels, and MUP ( =TGAl) storage 
stability/corrosion characteristics and stability studies. 
Efficacy- Ixodes study- need to determine in vitro or in vivo. Kevin Sweeney will review and 
inform Bayer. Prefer no European species of ticks. 

Draft Label 
Bewanda Alexander asked that we include the word "may" in regards to ticks carrying or 
transmitting disease. Also, it was requested that we include the statement "Do Not Rub In" on 
the product label. 

Kevin Sweeney said that generally the Agency doesn't allow time oflcill claims on labels, 
however if a claim is already approved on another label, then there should be no problem. For 
example, "Kills 98-100% of the adult fleas on dogs within 12 hours and continues to prevent 
infestations for at least four weeks." 

Next meetings between US EPA and Bayer Animal Health were proposed for Wednesday, 
Oct. 11th. Possibly morning and afternoon meetings; one for Toxicology/Human Safety and 
another for Domestic Animal Safety to detennine data requirements for registration. 
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List of Items for Agency Concurrence 

- UsePattem 

Under current 40 CFRPart !58 Appendix A, dog and cat uses are Indoor. 

Under draft 40 CFR Part !58 proposal dog aud cat uses would be Indoor Residential. 

- No data requirements (based on only dog and cat end-use products) for 

• Spray drift (40 CFR Part 158.440) 
• Plant protection (40 CFR Part 158.540) 
• Non-target insect (40 CFR Part 158.590) 
• Residue chemistry ( 40 CFR Part 158.240) 

- Product Chemistry 

• Data requirements for MUP and EP clearly defined in 40 CFR Part !58 
• As the flumethrin TGAI will be registered as a MUP, storage stability/corrosion 

characteristics and stability must be done with the TGAI. 
• The amounts of the two Z isomers must be specified on the label as a ratio or 

listing of each. 

- Environmental Fate 

Under current 40 CFR Part 158, no data should be required. 

Under draft 40 CFRPart !58, only 835.2120 Hydrolysis data are conditionally 
required under certain conditions, but these conditions are not similar to dog/cat use. 
Moreover, flumethrin does hydrolyze in similar manner as pyrethroids; a new 
hydrolysis study would provide little new information. 

Therefore no environmental fate data should be required. 

- Ecological Effects 
Based on the use pattern (registration of a MUP for Indoor Residential Use), Bayer 
proposed 

850.2100 Avian oral toxicity (bobwhite) 
850.1075 Freshwater fish (both rainbow trout and bluegill) 
850.1010 Freshwater invertebrate (Daphuia) 

However the MUP will be made in India and shipped to Germany for formulation 
into the End Use Product (Spot On). The Spot On product is what will be imported 
into the U.S. Based on this, the MUP will not enter the U.S.; consequently, there will 
be no environmental exposure with the MUP, and these studies may not be necessary. 
George LaRocca will obtain an Agency decision on this. 

x:moiijldod AgencyConcurrence20060ct.doc Page I 10126106 



216

- Efficacy 

o Flea (adult and larvae) efficacy will be supported by imidacloprid studies on file 
with EPA 

o Flea ovicidal (egg) efficacy will be supportad bypyriproxyfen studies on file with 
EPA 

• Tick efficacy to support a general tick claim will be demonstrated by new GLP 
studies: 

o Dermacentor variabillis (American Dog Tick) conducted in dogs 
o Rhipicephalus sanguineus (Brown Dog Tick) conducted in dogs 

• Laboratory (in vitro) studies for immature life stages 
o Amblyomma americanum (Lone Star Tick) conducted in cats 
o Ixodes scapularis (Deer Tick) 

• Laboratory (in vitro) studies for all life stages 
o Bathing/Water studies to support waterproof claim for dogs 

• Bath group- weekly infestations and counts with one bath 
approximately 2 weeks post-treatment. 

• Water group- weekly infestations and counts, with weekly 
water immersions performed between counts and infestations. 

Kevin Sweeney will review and respond. 
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Doug 
Spilker/SHAWN/AGCHEM/US 
/BAYER 

04/13/2009 to:OO AM 

Dear Ms. Alexander, 

To alexander.bewanda@epa.gov 

cc Jochem 
Rueter/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOTES, 
Rex 
Henry/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOTES 

bee Bruce 
Martin/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOTES; 
Maoy 
Hunt!SHAWN/AGCHEM/US/BAYER@BAYER-US-NOTES; 
Jag deep 
Buch/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOTES 

Subject Minutes of Pre Reg Meeting {03/24/09)- Collar- Product 
Chemistry Requirements 

One of the action items from the Pre-registration meeting (subject- Product Chemistry Requirements) of 
March 24, 2009 between Bayer Animal Health and the Agency was for us to prepare and submit meeting 
minutes containing our understandings from the meeting. Therefore, please find attached the respective 
minutes from the subject meeting, and the attachment we used during the discussion. 

We ask for the Agency's review and concurrence that our underS1andings from the pre-regiS1ration 
meeting are correct. If there are any misunderstandings or inaccuracies, we ask that you let us know as 
soon as possible. 

Best regards, 

Doug Spilker 
Manager- EPA Reg. Affairs 
BAYER HEALTHCARE LLC 
ANIMAL HEALTH 
Office: +1 913-268-2751 
Mobile: +1 816-506-3102 
Fax:+1913-268-2135 
Email: doug.spl/ker.b@bayer.com 

Address: 
P.O. Box390 
Shawnee Mission, KS 66201-0390 
Country: USA 

Bayer Animal Health "Powered by People, Driven by Science" 

EPA Mtg 2009 Mar 24 flu + Jmid Collar Prod Dlem.doc flumethrin Isomer Raio & Product 01ernisby .pdf 
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Bayer HealthCare 
Animal Health Division 

INTERNAL MEMORANDUM 

Bayer HealthCare LLC 
Animal Health Division 

Date: Aprill3, 2009 File Reference: EPA Mtg 2009 Mar 24 Flu+ Imid Collar Prod Chern. doc 

Subject: Teleconference between Bayer Animal Health and EPA~ Insecticide/Rodenticide Branch & 
Technical Review Branch, March 24, 2009; Proposed Product Chemistry Requirements for 
Flumethrin + Imidacloprid Collar 

From: 

To: 

Attendees: 

Douglas A. Spilker, 
Ph.D. 

Ms.BeWanda 
Alexander 

Phone: 913-268-2751 

EPA, Registration Branch (Team 13) 

EPA (Agency)- Be Wanda Alexander, Richard Gebken (PM), Shyam Mathur (TRB) 
Bayer Animal Health CBAH)- Rex Henry, Jochem Rueter, Bruce Martin, Mary Hunt, 
Jagdeep Buch and Doug Spilker 

A. Purpose of Meeting 

The teleconference and discussion basically followed the handout order (see attached document, 3 pp.). 
The purpose of this meeting was to discuss with the Agency the study/data requirements to support the 
submission of an application for registration of a flumethrin + imidacloprid combination dog/cat flea and 
tick collar. Product chemistry data requirements for a spot-on fonnulation were previously discussed in a 
Pre-registration meeting with the Agency on September 14, 2006. However, due to the change in 
proposed fonnulation from a spot-on to a collar, this additional discussion was warranted due to the fact 
that some of the studies might not be applicable due to the nature of the fonnulation. Furthermore, BAH 
requests additional clarification from the Agency regarding the expression of the isomer ratio of 
flumethrin on the label. Please find below Bayer Animal Health's understandings from the 
teleconference, and the request for the Agency's concurrence on these points. 

B. Flumethrin Isomer Ratio Exnression on Formulated Product Label (see page 1 of handout) 

BAH presented several options for the label expression of the isomer ratio of the flumethrin component of 
the formulation. The Agency instructed that the label claim should appear as a maximum/minimum 
expression: 

Trans Z-1/Trans Z-2 ratio: max 66% trans Z-1 and min 34% trans Z-2 

Page I of4 
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l 1ct Chemistry Telecon ~ Collar 
March 24, 2009 

C. Technical Material- Flumethrin Expression on Confidential Statement of Formula (CSF) 

Only the nominal value of the flumethrin technical needs to be reported on the CSF for the flumethrin 
technical (TGAI); no isomers need to be itemized. 

D. Formulated Product- Flumethrin Expression on Confidential Statement of Formula (CSF) 

Only the nominal value of the flumethrin technical needs to be reported on the CSF for the flumethrin 
technical (TGAI); no isomers need to be itemized. 

E. Physical and Chemical Properties Test Requirements for Formulated Product 

In the list below is our understanding of the discussions from the teleconference for each of the study categories for the 
formulated product (collar): 

Section and Title 

63-2 (830-6302) Color: 

63~3 (830-6303) Physical State: 

63-4 (830-6304) Odor: 

63~5 (830-7200) Melting Point: 

63-6 (830~ 7220) Boiling Point: 

63-7 (830-7300) Density, bulk density, 
or specific gravity: 

63~8 (830-7840) Solubility: 
(830-7860) 

63~9 (830-7950) Vapor Pressure: 

63~ 10 (830-7370) Dissociation Constant: 

63~ t 1 (830-7550) Octanol/water 
partition coefficient 

63-12 (830-7000) pHo 

63~13 (830-6313) Stability: 

63~14 (830-6314) Oxidation or reducing: 

63-15 (830-6315) Flammability ~ flashpoint 
(combustible liquids only) 

Requirement 

YES 

YES 

YES 

NIA' (I) 

NIA* (1) 

YES 

NIA* (1) 

NIA' (I) 

N/A*(l) 

NIA' (I) 

YES; Request Waiver (2) 

N/A*(l) 

YES; Request Waiver ~Will not act as an oxidizing or 
reducing agent 

N/A*(3) 
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63-16 (830-6316) Explodability: 

63-17 (830-6317) Storage Stability: 

63-18 (830-7100) Viscosity: 
(Liquids Only) 

63-19 (830-6319) Miscibility: 
(emulsifiable liquids and 
is to be diluted with 
petroleum solveru) 

63-20 (830-6320) Corrosion characteristics: 

(when packaged in metal, 
plastic or paper containers) 

63-21 (830-6321) Dielectric breakdown voltage: 
(yes if for use around electrical equipment) 

61-3 (830-1670) Formation of unintentional 
_ingredients during manufacturing 

* NJ A"' Not Applicable 

Piuullct Chemistry Telecon -Collar 
March 24, 2009 

YES; Request Waiver (4) 

Required (5) -Condition of registration; will provide after 
fust production 

N/A'(6) 

N/A'(7) 

Required (8) - Condition of registration; will provide after 
first production 

N/A*(9) 

YES; Discussion Required 

1) Per 40 CFR 158.190- This test is only required on Technical grade of active ingredient and not 
for end use product. 

2) Per 40 CFR 158.190, This product is not soluble in water and pH of the test substance is not 
required. 

3) Per 40 CFR 158.190; 63-15(a)- This product is not considered a combustible liquid, because the 
closed cup flashpoint for all the ingredients is greater than 199° F. 

4) Per 40 CFR 158.190; 63-16(a) -This product does not contain any explosive ingredients. 

5) Per40 CFR 158.190; 63-17- This is a study to support stability of the product in the market 
container. Stability is not part this study but will done under a separate study. 

6) Per 40 CFR !58 190. 63-18. The product is a solid and viscosity is not applicable 

7) Per 40 CFR 158.190; 63-!9(a) -This product is not an emulsifiable concentrate type product. 

8) Per 40 CFR 158.190; 63-20- This is a study to support corrosion of the product in the market 
container and not part of his study but done under a separate study. 

9) Per 40 CFR 158.190; 63-21(a)- This product is not intended for use around electrical equipment. 
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Product Chemistry Telecon - Collar 
March 24, 2009 

F. Consideration of testing with Reflector Device (components- clip and reflector) 

The reflector [device] is made of two components: 1) Clip material - Makrolon® (polycarbonate) and 2) 
Reflector Material: polymethyl methacrylate. Neither component contains any pesticide active ingredients. 

BAH proposes that no product chemistry information be required for the reflector. 

Agency response: This is acceptable to the Agency since the reflector is a device, will not be a part of the 
collar in the package (i.e. in separate bag), and contains no active ingredients. 

G. Action items/EPA Guidance 

1) BAH should prepare minutes for the Agency's confirmation of the understandings from this 
teleconference, and send via Ms. Alexander for distribution within the Agency. 

2) In addition to the paper copies, the storage stability information may also be submitted in 
electronic format (PDF or TIF files), but this is not a requirement. 

3) The Agency reminded BAH that the enforcement method (Guideline No. 830.1800) should 
include both active ingredients (flumethrin and imidacloprid). 

Attachment: Flumethrin Isomer Ratio & Product Chemistry.pdf 

Das 041309 
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CONFIDENTIAL STATEMENT OF FORMULA ENCLOSED 
DATE 5U-11TED BY (,() 

SUBMITTED APPLICANT BASIC SUPPLIER 

SEP 2 7 2010 
Do Not Write Comments, 

Formula, or Parts of Formula 
on This Envelope 

NOTE 
It shall be unlawful-for any pers'on to use for his own advantage 

or to reveal, other than to the SecretaJJ. or officials or employees of 

the United States Department of Agriculture or other FederaJ agencies, 

or to the courts In response to a subpoena. or to physlclau, and In 

emergencies to pharmacists and--other quaJffied persons, for use In_ 

the preparation of antidotes, In accordance with such directions as 

the Secretary may presctfbe, any Information relative to fonnulas of 

products acquired by authority of Section 4 of the "'Federallnsectlckle, 

Fungicide, and Rodentlcfda Act." 

USDA-ARS 
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